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Dorlands Medical Dictionary on-line 



Tween (Tween) (tw[emacr]n) trademark for preparations of polysorbates , used with a 
numerical suffix; e.g., Tween 80 is a trademark for polysorbate 80. 

polysorbate (polysorbate) (pore-sor'b[amacr]t) a generic name for esters of sorbitol 
and its anhydrides condensed with polymers of ethylene oxide, used as surfactant agents: 
p. 20, C58Hn4026, is polyoxyethylene 20 sorbitan monolaurate; p. 40, C62H122O26, is 
polyoxyethylene 20 sorbitan monopalmitate; p. 60, C64H126O26, is polyethylene 20 sorbitan 
monostearate; /?. 65, C100H194O28, is polyethylene 20 sorbitan tristearate; p. 80, C64H124O26, is 
polyethylene 20 sorbitan monooleate; p. 85, C100H188O28, is polyethylene 20 sorbitan 
trioleate. Polysorbates 20, 40, 60, and 80 are official in NF. 
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101. 5968490 . 11 Sep 98; 19 Oct 99. Antiperspirant deodorant compositions. Sun; Wei Mei, et al. 
424/65; 424/400 424/401 424/66 424/68 424/70.1 424/70.21 424/70.27 424/70.28. A61K007/32 
A61K007/11 A61K007/00. 



■ IJ 102. 5961997 . .24 Mar 98; 05 Oct 99. Antipruritic composition. Swinehart; James M.. 424/401; 
514/846. A61K007/48. 



D 103. 5922754 . 02 Oct 98; 13 Jul 99. Pharmaceutical compositions containing paclitaxel. Burchett; 
MarkK., etal. 514/449;. A61K031/335. 



□ 104. 5888492 . 21 May 97; 30 Mar 99. Rinse-ofF skin conditioner. Starch; Mike. 424/78.03; 
424/70.19 424/70.21 424/70.31 510/159. A61K031/74 A61K007/50. 



□ 105. 5858401 . 22 Jan 97; 12 Jan 99. Pharmaceutical composition for cyclosporines. Bhalani; 
Vinayak T., etal. 424/450; 424/405 514/773. A61K009/48. 



□ 106. 5733572 . 29 Nov 94; 3 1 Mar 98. Gas and gaseous precursor filled microspheres as topical 
and subcutaneous delivery vehicles. Unger; Evan C, et al. 424/450; 424/1.21 424/489 424/9.321 
424/9.4 436/829. A61K009/127. 

Ij 107. 5721275 . 21 Jan 92; 24 Feb 98. Slow release vehicles for minimizing skin irritancy of topical 
compositions. Bazzano; Gail S.. 514/559; 424/78.02 514/859 514/944. A61K031/20 A61K031/78. 

□ 108. 5705187 . 05 Apr 95; 06 Jan 98. Compositions of lipids and stabilizing materials. Unger; Evan 
C. 424/450; 424/43 424/45 424/9.321 424/9.4 428/402.2. A61K009/127. 

r*; 109. 5681552 . 23 May 95; 28 Oct 97. Clear cosmetic stick composition containing a combination 
of anionic and non-ionic surfactants. Shevade; Makarand, et al. 424/65; 424/78.02 424/78.08 424/78.18 
512/1 514/944 514/946. A61K007/32. 



□ 110. 5679360 . 19 Dec 95; 21 Oct 97. Substance P antagonist for the treatment of lichens, prurigo, 
pruritus, de Lacharriere; Olivier, et al. 424/401; 424/434 424/436 424/450 424/489 514/2 514/844 
514/937 514/944. A61K007/48. 



n 111. 5676956 . 10 Apr 96; 14 Oct 97. Composition and method for reducing under-eye puffmess. 
Duffy; John A., et al. 424/401; 424/195.16 424/520. A61K007/00. 

P 112. 5672340 . 07 Mar 96; 30 Sep 97. Antiperspirant deodorant compositions. Sun; Wei Mei, et al. 
424/66; 424/65 424/68. A61K007/38 A61K007/34. 

n 113. 5643587 . 15 Feb 96; 01 Jul 97. Composition and method for under-eye skin lightening. 
Scancarella; Neil D., et al. 424/401; 424/195.16 424/62. A61K007/00. 

O 114. 5635166 . 22 Apr 96; 03 Jun 97. Antiperspirant deodorant compositions. Galleguillos; 
Ramiro, et al. 424/66; 424/68. A61K007/34 A61K007/38. ' 

O 115. 5632974 . 06 Jun 96; 27 May 97. Antiperspirant deodorant compositions. Galleguillos; 
Ramiro, et al. 424/66; 424/68. A61K007/34 A61K007/38. 

O 116. 5591425 . 23 Mar 95; 07 Jan 97. Two-package pretreatment and hair relaxer compositions. 
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□ 117. 5549887 . 14 Dec 94; 27 Aug 96. Antiperspirant deodorant compositions. Galleguillos; 
Ramiro, et al. 424/66; 424/68. A61K007/34 A61K007/38. 



□ 118. 5534245 . 17 Jan 95; 09 Jul 96. Antiperspirant deodorant compositions. Galleguillos; Ramiro, 
et al. 424/66; 424/68. A61K007/34 A61K007/38. 



□ 119. 5356627 . 01 Feb 93; 18 Oct 94. Waterproof cosmetic compositions. Da Cunha; Kathleen, et 
al. 424/401; 424/63 514/937 514/938. A61K007/02 A61K007/032. 

□ 120. 5304370 . 09 Jun 92; 19 Apr 94. Hair relaxer composition and associated methods. Hawkins; 
Geoffrey R., et al. 424/70.2; 132/205 424/70.19 424/70.31. A61K007/09 A61K007/06. 



□ 121. 5229104 . 29 Apr 91; 20 Jul 93. Artificial tanning compositions containing positively charged 
paucilamellar vesicles. Sottery; John P., et al. 424/59; 424/195. 18 424/450 424/60 424/63 424/757 
514/167 514/251 514/458 514/474 514/725 514/847 514/938. A61K007/42 A61K007/44 A61K007/48 
A61K009/10. 



□ 122. 5189066 . 19 Jul 91; 23 Feb 93. Pharmaceutical compositions of tebufelone. Kelm; Gary R, et 
al. 514/678; 514/689 514/941 514/960 514/961. A61K031/12. 



fj 123. 4981681 . 26 Aug 88; 01 Jan 91 . Lotion mixture and method of treating psoriasis. Tosti; 
Vittorio. 514/161; 424/78.05 514/159 514/337 514/356 514/458 514/560 514/848 514/863. 
A61K03 1/685 A61K007/48. 

□ 124. JP403 176420 A . 22 Nov 90. 3 1 Jul 91. MEDICINAL COMPOSITION OF TEBUFELONE. 
KELM, GARYR, etal. A61K031/12; A61K009/08 A61K009/48 A61K031/12 A61K031/12 
A61K047/34. 



n 125. JP361225121A . 29 Mar 85. 06 Oct 86. PREVENTIVE FOR ASTHMA AND 
PREPARATION THEREOF. ABE, TORU, et al. A61K031/41; A61K009/00 A61K009/14 A61K009/16 
A61K009/20 A61K009/48 A61K009/70 A61K047/00 C07D257/04. 

n 126. WO000166109A1 . 07 Mar 01 . 13 Sep 01 . ORAL PHARMACEUTICAL COMPOSITIONS 
CONTAINING N-SULPHONYLINDOLINE DERIVATIVES. BLUNDELL, ROSS, et al. 
A61K031/40; A61K009/48. 

Ij 127. DE019946184A1 . 21 Sep 99. 29 Mar 01 . Retinoid-containing emulsions with continuous 
water phase, for topical application e.g. for skin treatment, repair or renewal, having structured, polar, 
viscous oil phase to stabilize active agent. JENNING, VOLKHARD. A61K031/07; A61P017/00. 

O 128. FR002776189A1 . 09 Jun 99. 24 Sep 99. Oral compositions having improved absorption in the 
gastro-intestinal tract containing a polyglycolized glyceride. SASLAWSKI, OLIVIER, et al. 
A61K009/20; A61K03 1/155. 

O 129. RU 22422 16C . Lifting-cream for dry and sensitive skin. ALAVERDIEV, I M O, et al. 
A61K007/00 A61K007/48. 

n 130. KI12004088794A . Eye drops composition containing trehalose and fluran used as artificial 
tear solution, therapeutic for eye dryness, contact lens solution and drug delivery material. KIM, B C. 
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A61K03 1/719. 

n 131. US2004008 7460 A . Dishwashing cleaning wipe for dishware, flatware, pots and pans, 
contains water insoluble substrate impregnated with liquid cleaning composition comprising at least one 
anionic surfactant and water. KELLY, A R, et al. A47L013/17 B32B023/10 CI lDOOl/83 CI lDOOl/86 
CI 1D003/20 CI 1D003/34 CI IDO 17/00 CI IDO 17/04. 

□ 132. US 672721 OB . Cleansing composition for use in cleaning epidermis of user comprises e.g. 
water, aloe extract, citric acid, disodium ethylenediaminetetraacetic acid, potassium sorbate, propylene 
glycol, quatemium-52 and benzethonium chloride. PERDEW, D E. C11D017/00. 

n 133. US20030203831A . Dishwashing cleaning wipe for dishwasher, fabric, hair, teeth or human 
skin, comprises liquid cleaning composition coated and impregnated into water insoluble substrate, and 
comprising anionic surfactant, surfactant and water. THOMAS, B, et al. CI IDO 17/00. 

n 134. us 6534472B . Dishwashing cleaning wipe for, e.g. dishware, flatware, pots and pans, 
comprises water insoluble substrate impregnated with antibacterial cleaning composition. 
ARVANITEDOU, E, et al. CI lDOOl/94 CI 1D003/02 CI 1D003/20 CI 1D003/37 CI 1D017/00 
CI IDO 17/04. 



n 135. WO2002100418A . Fluid composition for treating ectoparasite infestation, comprising 
particulate water insoluble inorganic substance which reacts exothermically with water to create 
localized temperatures. SCHLESINGER, M S, et al. A01K013/00 AOlMOOl/00 A01M007/00 
A01N025/00 A01N025/20 A01N059/00 A01N059/06 A61F007/00 A61K000/00 A61K007/00 
A61K007/06 A61K033/00 A61K033/06 A61N001/00 A61P031/12 A61P031/14 A61P033/14. 

v*f ***** feff*ff********r***fff****f*****fff**f*****^******f **t*************f**'**ff **********f ************************* f********************************************************^ 

O 136. US 6489284B . Dishwashing cleaning wipe comprises water-insoluble substrate impregnated 
with cleaning composition comprising anionic surfactant, alkyl polyglucoside surfactant, alkyl 
monoalkanol amide, alkanol and water. BARRY, D, et al. A47L013/17 CI lDOOl/83 CI lDOOl/86 
C11D003/20 C11D003/34 C11D017/00 C11D017/04. 

n 137. US20020164381A . Treatment of infestations of cutaneous mites e.g. harvest mites involves 
applying a composition comprising sulfur, its derivative and a carrier. GANS, E H, et al. A01N025/32 
A61K000/00 A61K007/75 A61K033/04. 



n 138. wo 20020963 7A . Composition useful for the treatment of e.g. mucositis and stomatitis 
comprises hyaluronic acid, glycyrrhetinic acid and polyvinylpyrrolidone in mixture with excipients and 
adjuvants. MASTRODONATO, M, et al. A61K000/00 A61K009/14 A61K031/00 A61K031/19 
A61K031/715 A61K031/728 A61K031/79 A61K047/10 A61K047/12 A61K047/18 A61K047/22 
A61K047/32 A61K047/36 A61K047/38 A61K047/42 A61P001/02 A61P001/04 A61P015/02 
A61P019/08 A61P029/00 A61K031/79 A61K03 1: 19 A61K03 1:728 A61K031/79 A61K031:19 
A61K03 1 :728 A61K03 1/79 A61K03 1 : 19 A61K03 1 :728. 



Ci 139. US2001 0048931 A . Oral megestrol acetate formulation comprises a stable flocculated 
aqueous suspension containing a polyol and surfactant. CHAO, J C, et al. A61K009/00 A61K03 1/56. 



□ 140. CN 1255568A . Surface modifier of polypropylene fibre for cigarettes and its surface 
modifying process. CHEN, Z, et al. A24D003/02 D06M0 15/263. 



n 141. US 5945098A . A storage stable, intravenous-administrable immunoglobulin composition, 
useful in immunotherapy and in diagnostic processes. GRAF, C R, et al. A61K038/21. 
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□ 142. WO 9703655A . Soft gelatin capsules contg. compsn. comprising NSAID - which is 
dissolved in di:methyl- isosorbide or a mixt of this with, e.g., poly:sorbate, polyethylene glycol or food 
stock oils. MUNDEN, J W. A61K009/48 A61K031/19 A61K03 1/192 A61K031/40 A61K031/54 
A61K047/10 A61K047/14 A61K047/26 A61K047/34 A61K047/36. 

□ 143. WO 96402 17A . Stable compsn. increasing proliferation of cells of myeloid lineage - contains 
thrombopoietin, surface adsorption inhibitor and physiologically acceptable buffer and salt. KONTOR, 
K M, et al. A61K009/08 A61K037/02 A61K038/00 A61K038/19 A61K038/22 A61K047/16 
A61P007/06 A61P043/00 C07K014/52. 

0 144. DE 4327327A . Nonionic surfactant compsns. - comprising n-alkyl polyoxyethylene- 
polyoxyp- ropylene ether and other nonionic surfactant. FABRY, B, et al. B01F017/00 B03D001/00 
CI lDOOl/722 CI lDOOl/825 C23G001/24. 

O 145. EP 605203 A . Antiallergic compsn. for ophthalmic or nasal use contg. cetirizine - also opt. 
contains cyclodextrin cpd. surfactant and/or water soluble polymer, for treating e.g. allergic or vernal 
conjunctivitis. IKEJIRI, Y, etal. A61K009/08 A61K009/12 A61K031/445 A61K031/495 A61K047/40 
A61K047/48 A61P01 1/02 A61P027/02 C07D295/08. 

n 146. us 5304370A . Human hair relaxer compsn. - of mixed emulsions contg sodium hydroxide 
surfactant and oil. HAWKINS, G R, et al. A61K007/06 A61K007/09. 

n 147. DE 4229442 A . Dispersant contg. alkyl:poly:glycoside or alkenyl:poly:glycoside - and poly- 
hydroxy fatty acid amide, esp. for use in prepn. of pigment and dye compsns.. FABRY, B, et al. 
A01N003/00 B01F017/00 B01F017/22 B01F017/56 C07C233/18 C07H015/04 C09B067/20 
C09B067/42 C09B067/46 D06P001/48 D06P001/649. 

O 148. WO 93235 15A . Colour stabilisation of surfactant with amino-alkanoic acid cpds. - which 
chelate iron and are readily biodegradable, useful with anionic, nonionic and amphoteric surfactant. 
BLUM, H, et al. A61K007/00 A61K007/075 A61K007/50 B01F017/00 C07C229/04 C09K015/20 
CI 1D003/20 C11D003/30 C11D003/33. 

□ 149. RD 353036A . Stabilisation of liq. enzyme preparations for contact lens rinse - by addn. of 
boric acid or borate ester to improve enzyme stability. A61L000/00. 



n 150. EP 522936A . Compsn. for treating cancer, tumour and leukaemia - comprises taxan in soln. 
in surfactant with minimal ethanol. BASTART, J, et al. A61K000/00 A61K009/00 A61K009/08 
A61K009/50 A61K031/33 A61K03 1/335 A61K031/337 A61K031/34 A61K047/010 A61K047/026 
A61K047/044 A61K047/10 A61K047/14 A61K047/26 A61K047/44 C07D305/14. 



Terms 
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United States Patent ii9] 

Sarno et al. 



US005945098A 
[11] Patent Number: 5,945,098 
[45] Date of Patent: *Aug. 31, 1999 



[54] STABLE INTRAVENOUSLY- 

ADMINISTRABLE IMMUNE GLOBUUN 
PREPARATION 

[75] Inventors: Maria Eriinda C. Sarno^ Cerritos; 

Rodolfo Anthony Vasquez, Nonvalk; 
Sau-Gee Yung, Rialto; Clifford R. 
Graf, Lakeview Terrace, all of Calif. 

[73] Assignee: Baxter International Inc., Deerfield, 

m. 

[ * ] Notice: This patent issued on a continued pros- 
ecution application filed under 37 CFR 
1.53(d), and is subject to the twenty year 
patent term provisions of 35 U.S.C. 
154(a)(2). 

[21] Appl. No.: 08/935,294 
[22] Filed: Sep. 22, 1997 

Related U.S. Application Data 

[63] Continuation of application No. 08/504,854, Jul. 20, 1995, 
abandoned, which is a continuation of application No. 
08/317,214, Oct. 3, 1994, abandoned, which is a continua- 
tion of application No. 08/178,432, Jan. 6, 1994, abandoned, 
which is a continuation of application No. 07/866,089, Apr. 
6, 1992, abandoned, which is a continuation of application 
No. 07/473,554, Feb. 1, 1990, abandoned. 



[51] IntCl.*^ A61K 38/21 

[52] U.S. CI 424/85.5; 514/2; 514/12; 

514/21; 530/387.1; 530/389.1; 530/380; 

530/390.5 

[58] Field of Search 424/85.5; 514/2, 

514/12, 21; 530/387.1, 389.1, 380, 390.5 
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4,877,608 10/1989 Lee et al 424/85.8 
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[57] ABSTRACT 

Stable, intravenously-administrable immune globulin prepa- 
rations are stabilized against aggregation and polymeriza- 
tion and rendered isotonic with amino acid(s) and non-ionic 
detergents, polysorbate and polyethylene glycol. The immu- 
noglobulins are derived from human or animal sources, or 
from hybridomas. Optional, additional stabilizers include 
various physiologically-acceptable carbohydrates and salts. 
Polyvinylpyrrolidone can be used in addition to the amino 
acid(s). Apart from the immunoglobulin itself, the prepara- 
tions are otherwise essentially protein free. The preparations 
are useful in immunotherapy and as diagnostic reagents. 

15 Claims, No Drawings 
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US-PAT-NO: 5643587 « 
DOCUMENT-IDENTIFIER: US 5643587 A 

TITLE: Composition and method for under-eye skin lightening 

DATE-ISSUED: July 1, 1997 

INVENTOR-INFORMATION: 

NAME CITY STATE 

Scancarella; Neil D. Wyckoff NJ 

Duffy; John A. West Milford NJ 

Garrison; Mark S. White Plains NY 

Menon; Gopinathan K. Wayne NJ 

US-CL-CURRENT: 424/401 : 424/195.16 . 424/62 
CLAIMS: 

What is claimed is : 



1. A composition for topical treatment of skin discolorations found below the 
eyes, comprising: 



(a 
(b 
(c 
(d 
(e 
2. 
(a 
(b 
(c 
(d 
(e 
(f 

(g 

(h 



about 0.5 to about 10.0% live yeast cell extract, 
about 0.5 to about 10.0% magnesium ascorbyl phosphate, 
about 0.1 to about 5.0% tocopherol acetate, 
about 0.01 to about 1.0% retinol palmitate, and 
a vehicle which maintains active ingredient levels. 
The composition of claim 1, comprising: 
about 8.5% emollient oils, 
about 7.5% waxes, 
about 5.0% glycerin, 

about 3.52% live yeast cell extract, 
about 3.0% magnesium ascorbyl phosphate, 
about 1 . 0 tocopherol acetate, 
about 0 . 5% retinol palmitate, 
about 0 . 7% vitamins. 
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(i) about 2.5% emulsifiers, and 



(j) about 0.35% thickeners. 



3. The composition of claim 2, wherein said emollient oils are selected from 
the group consisting of dioctyl maleate, grape and sunflower seed oils, and 
squalane; said waxes are selected from the group consisting of soya sterols, 
glyceryl monostearate, cetyl alcohol and myristyl myristate; said vitamins is 
vitamin K; said emulsifiers are selected from the group consisting of PEG 40 
stearate, PEG 24 cholsteryl ether and polysorbate 20; and said thickeners are 
selected from the group consisting of xantham gum, Carbopols 934 and 941 and 
further comprising ascorbyl palmitate. 



4. The composition of claim 1, comprising: 



(a) about 10.0% emollient oils, 

(b) about 5.0% glycerin, 

(c) about 4.75% waxes, 

(d) about 3.5% magnesium ascorbyl phosphate, 

(e) about 3.25% live yeast cell extract, 

(f) about 1.0 tocopherol acetate, 

(g) about 0.25% retinol palmitate, 

(h) about 0.8% vitamins, 

(i) about 1.75% emulsifiers, and 
(j) about 0.35% thickeners. 



5. The composition of claim 4, wherein said emollient oils are selected from 
the group consisting of dioctyl maleate, grape and sunflower seed oils, and 
squalane; said waxes are selected from the group consisting of soya sterols, 
glyceryl monostearate, cetyl alcohol and myristyl myristate; said vitamins is 
vitamin K; said emu lsi_f iers are selected from the group consisting of PEG 40 
stearate, PEG 24 cholsteryl ether and polysorbate 20; and said thickeners are 
selected from the group consisting of xantham gum, Carbopols 934 and 941 and 
further comprising ascorbyl palmitate. 

6. The composition of claim 1, comprising: 

(a) about 1.5% emollient oils, 

(b) about 1.5% glycerin. 



(c) about 5.0% live yeast cell extract. 



(d) about 2.0% magnesium ascorbyl phosphate. 
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(e) about 0.1 tocopherol acetate, 

(f) about 0.1% retinol palmitate, 

(g) about 0.2% vitamins, 

(h) about 1.5% emulsifier, and 
(j) about 0.75% thickeners. 

7. The composition of claim 6, wherein said emollient oils are selected from 
the group consisting of dioctyl maleate, grape and sunflower seed oils, and 
squalane; said vitamins is vitamin K; said emulsifiers are selected from the 
group consisting of PEG 40 stearate, PEG 24 cholsteryl ether and polysorbate 
20; and said thickeners are selected from the group consisting of xantham gum, 
Carbopols 934 and 941 and further comprising ascorbyl palmitate. 

8. A method for topical treatment of skin discolorations found below the eyes 
comprising the application of a composition comprised of: 



(a 
(b 
(c 
(d 
(e 
9. 
(a 
(b 
(c 
(d 
(e 
(f 

(g 

(h 
(i 
(j 



about 0.5 to about 10.0% live yeast cell extract, 
about 0.5 to about 10.0% magnesium ascorbyl phosphate, 
about 0.09 to about 0.6% retinol palmitate, 
about 0.1 to about 5.0% tocopherol acetate, and 
a vehicle which maintains active ingredient levels. 
The method of claim 8, wherein said composition comprises: 
about 8.5% emollient oils, 
about 7.5% waxes, 
about 5 , 0% glycerin, 

about 3.52% live yeast cell extract, 

about 3.0% magnesium ascorbyl phosphate, 

about 1.0 tocopherol acetate, 

about 0.5% retinol palmitate, 

about 0.7% vitamins, 

about 2.5% emulsifiers, and 

about 0.35% thickeners. 



10. The method of claim 9, wherein said emollient oils are selected from the 
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group consisting of dioctyl maleate, grape and sunflower seed oils, and 
squalane; said waxes are selected from the group consisting of soya sterols, 
glyceryl monostearate, cetyl alcohol and myristyl myristate; said vitamins is 
vitamin K; said emulsifiers are selected from the group consisting of PEG 40 
stearate, PEG 24 cholsteryl ether and polysorbate 20; and said thickeners are 
selected from the group consisting of xantham gum, Carbopols 934 and 941 and 
further comprising ascorbyl palmitate. 

11. The method of claim 8, wherein said composition comprises: 

(a) about 10.0% emollient oils, 

(b) about 5.0% glycerin, 

(c) about 4.75% waxes, 

(d) about 3.5% magnesium ascorbyl phosphate, 

(e) about 3.25% live yeast cell extract, 

(f) about 1.0 tocopherol acetate, 

(g) about 0.25% retinol palmitate, 

(h) about 0.8% vitamins, 

(i) about 1.75% emulsifiers, and 
(j) about 0.35% thickeners. 

12. The method of claim 11, wherein said emollient oils are selected from the 
group consisting of dioctyl maleate, grape and sunflower seed oils, and 
squalane; said waxes are selected from the group consisting of soya sterols, 
glyceryl monostearate, cetyl alcohol and myristyl myristate; said vitamins is 
vitamin K; said emulsifiers are selected from the group consisting of PEG 40 
stearate, PEG 24 cholsteryl ether and polysorbate 20; and said thickeners are 
selected from the group consisting of xantham gum, Carbopols 934 and 941 and 
further comprising ascorbyl palmitate. 

13. The method of claim 8, wherein said composition comprises: 

(a) about 1.5% emollient oils, 

(b) about 1.5% glycerin, 

(c) about 5.0% live yeast cell extract, 

(d) about 2.0% magnesium ascorbyl phosphate, 

(e) about 0.1 tocopherol acetate, 

(f) about 0.1% retinol palmitate, 

(g) about 0.2% vitamins and vitamin derivatives. 
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(h) about 1.5% emulsifier, and 
(j) about 0.75% thickeners. 

14. The method of claim 13, wherein said emollient oils are selected from the 
group consisting of dioctyl maleate, grape and sunflower seed oils, and 
squalane; said vitamins is vitamin K; said emulsifiers are selected from the 
group consisting of PEG 40 stearate, PEG 24 cholsteryl ether and polysorbate 
20; and said thickeners are selected from the group consisting of xantham gum, 
Carbopols 934 and 941 and further comprising ascorbyl' palmitate. 

15. A composition for topical treatment of skin discolorations found below the 
eyes , comprising : 

(a) about 0.5 to about 10.0% live yeast cell extract, 

(b) about 0.5 to about 10.0% magnesium ascorbyl phosphate, and 

(c) a vehicle which maintains active ingredient levels. 

16. The composition of claim 15, further comprising about 0 . 1 to about 5.0% 
tocopherol acetate. 

17. The composition of claim 15, further comprising about 0.01 to about 1.0% 
retinol palmitate. 

18. A method for topical treatment 
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Basic Abstract Text (2) : 

DETAIXED DESCRIPTION - A storage stable, intravenously-administrable immune 
globulin composition (I) comprises an aqueous solution of immune globulin, 0.1-0.3 
M glycine, 0.0005-0.01% (w/v) polysorbate, and less than 0.2 g polyethylene glycol 
( PEG ) . (I) is essentially protein-free apart from the immune globulin. 
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ABSTRACTED- PUB-NO: EP 199698A 
BASIC-ABSTRACT: 

A protein (I) bound to cells is extd. and purified from the supernatant of a 
genetically-modified yeast cell culture which has been lysed in presence of a 
nonionic detergent, comprises first adjusting the supernatant to pH 5.9-6.1. Then 
liq. or solid polyethylene glycol (PEG) is added until the supernatant becomes 
clear, then this treated with (1) a bivalent metal cation or (2), opt. after 
ultrafiltration, with (NH4)2S04 to separate (I). Pref. liq. PEG is added to final 
concn. 10-35 vol . % or solid PEG to 6-12wt.%. 



Pref. the clarified supernatant is treated with Ca or Mn ions to a final concn. of 
80 mm. The ppte. is removed and the supernatant purified by ultrafiltration, qel 
permeation of the retentate and ion-exchange chromatography of the (I)-contg. peak 
Opt. (I) is further purified by a second gel permeation step and centrifuging in a 
CsCe gradient. Alternatively, the clarified supernatant is mixed with (NH4)2S04 to 
40-50% satn. and (I) recovered in the PEG phase. This phase can be ultraf iltered 
and then subjected to gel permeation and ion-exchange chromatography. The nonionic 
detergent is esp. polysorbate 20. 

USE/MVANTAGE - The method is esp. applied to hepatitis B surface antigen 
(recovered in the form of micelles with a polysorbate, useful for making vaccines ) 
or alpha-l-antitrypsin. Treatment with PEG provides efficient pptn. of most of the 
contaminants (typically 75% of proteins; 90% of polysaccharides, 94% of nucleic 
acids and 45% of lipids), while (I) remains in soln. A relatively high yield of 
pure (I) is achieved. 
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ABSTRACTED- PUB-NO: EP 199698B 
EQUIVALENT-ABSTRACTS : 

A process for the extraction and purification of a protein, bound to the cell, from 
the supernatant of a culture of genetically manipulated yeast cells which have 
produced said protein and burst in the presence of a non-ionic detergent, 
characterised in that the pH of the supernatant is adjusted to 6 (+/-0.1), liquid 
or solid polyethylene glycol is added until said supernatant has been clarified, 
and the clarified supernatant is treated either with a divalent metal cation, or 
after ultrafiltration if appropriate, with ammonium sulphate in order to separate 
out said protein. (19pp) 

US 4683294A 

Improved extn. and purificn. of cell-bound protein obtd. from the supernatant of 
engineered yeast cells producing such protein, comprises disruption using a 
nonionic detergent. 

Process comprises (a) adjusting the supernatant to pH 6(+/-0.1); (b) adding liq. or 
solid polyethylene glycol up to the clarification of the supernatant; and (c) 
treating clarified prod, with a bivalent metal cation or with ammonium sulphate for 
sepg. the protein before or after ultrafiltration. 

Pref. final concn. of liq. polyethylene glycol is 10-35% (v/v) and corresp. solid 
is 6-12% (w/v) . 

USE - For extn. and purificn. of hepatitis B surface antigen or alpha-1- 
antitrypsin. (7pp)d 

US 4857317A 

Hepatitis B surface antigen/polysorbate composite micelle contains 15-35% (w/w) 
polysorbate, as active ingredient in corresp.. vaccine. Prodn. comprises (a) prepg. 
a supernatant of engineered yeast cells disrupted using a non-ionic detergent; , (b) 
pptg. cqntominants by polyethylene glycol; and (c) treating supernatant obtd, with 
a bivalent metal cation, or with (NH4)2S04 after eventual ultrafiltration. 
Hepatitis B virus surface antigen and alpha-l-antitrypsin are each thus extracted 
and purified. 

USE - To protecting human against hepatitis B virus infection by administering 
intramuscularly. (7pp) 

CHOSEN-DRAWING: Dwg.0/0 

DERWENT-CLASS: A96 B04 D16 

CPI-CODES: A05-H02; A12-W11L; B02-V02; B04-B04A5; B04-B04C1; D05-H07; 
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de protelnes issues de milieux de culture les produisant 



® Le precede s'applique au surnageant de cellules 
de levure produites genetiquement et eclat^es en 
presence d'un detergent non ionique: il comprend la 
precipitation des contaminants par le polyethylene 
glycol et le traitement de ce surnageant par un 
cation nr)^tallique bivalent ou, apres ultrafiltration 
eventueHe, par le sulfate d*ammonium. 
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Procdde d'extraction et de purification de proteines Issues de milieux de culture les produisant 



Domaine de I'invention 

La presente invention a pour objet un orocede 
perfectronne d'extraction et de ounfication de 
proteines issues de nnilieux de culture les orooui- 
sant; plus paniculierement. le procede concerne 
I'extraciion et la purification de I'antigene de sur- 
face du virus de I'hepatite B et de !'alpha-l-antitryp- 
sine produits par des techniques d*ADN recombi- 
nant dans des cultures celiulaires produites 
gen^tiquement, plus particulierement des cultures 
de souches de levure produites genetlquement. 

Fondement de Tinvention 

Divers mlcroorganismes, parmi lesquels les 
bacteries et les levures, peuvent etre utilises 
comme organismes hotes pour differents plasnni- 
des contenant une molecule d'ADN renfermant une 
sequence nucleotidique codant pour une proteine 
specifique. Parmi ces mlcroorganismes, les levures 
sont actueliement preferees et d'un emploi courant 
Par exemple. la demande de brevet europeen pu- 
bliee sous le numero 0 106 828 decrit I'utilisation 
des souches de Saccharomvces cerevisiae pour la 
production de Tantigene de surface du virus de 
I'hepatite B (HBsAg) et la demande de brevet eu- 
ropeen publiee sous le numero 0 103 409 est 
relative k la production de I'alpha-l-antitrypsine au 
depart de plasm ides de levure. 

La production de proteines dans des souches 
de levure presente, en effet, de nets avantages par 
rapport a la production dans des souches 
bacteriennes. Ces avantages proviennent de la 
crolssance plus ais^e des levures dans des fer- 
menteurs ii -grande echelle et du fait que, contrai- 
rement aux bacteries. les levures ressemblent as- 
sez bien aux cellules de mammlferes pour leur 
capacite d'additionner des groupes glucidiques aux 
proteines qui viennent d'etre synthetis^es. 

Toutetois, rextraction et la purification de la 
proteine issue d'une culture de levure donnent lieu 
a oes prcblemes techniques dus a la composition 
chimique plutot complexe de la cellule de levure et 
plus particulierement a cause de la oresence des 
laux iipicioues eleves iorsou'on croionge c.cts- 
ssnrfi oe la Igyure oour ameirorer -e rencement ce 
!a oroc3uc:;cn en ocr/cectiCBs. 

Par e.ye.'ro;6. a z^fz. SirfB-'-v ?c .^c^ 
suooosee se zcr.zzze* ce 3 zz^zr.ez ai ^'^.e 
coucne mierne ce c-c:ucane msc^iuoie en mmeu 
alcaiin. (b) une coucne cemraie ce r-Qiucane 
alcalino-soiuble et (c) une coucne extern© oe giy- 
coproteine cans laauelie le glucide se compose de 



mannane phosphoryle: en dessous de la paroi se 
trouve une memorane cytoplasmique qui se com- 
pose d'un melange tres complexe constitue de 
lipides neuires {mono-, di-et tnglycendesi. de 
£ sterols libres et estenfies. d'un soningoliDiae com- 
plexe. de gtycsrophosphatides et de glycolioides 
neutres et acides: le noyau renferme de I'ADN. 
diverses especes d'ARN et un polyphosphate: les 
vacuoles peuvent contenir une grande varieie de 

10 composes de poids moleculaires eleves ou faibles: 
elles servent de vesicules de reserve destinees a 
de nombreuses hydrolases: les mitochondries sont 
riches en composes lipidiques, phospholipidiques 
et ergosteroliques en provenance du systeme 

15 membraneux et le cytoplasme contient entre autres 
de grandes quantites de ribosomes. de polyphos- 
phates, de glycog§nes et de nombreux enzymes 
de la glycolyse. La plupart des cellules de levure - 
(telle que Tespece Saccharomvces) contlennent 

20 egalement une certaine quantite de Ifptde sous la 
forme de globules dont la quantity augmente dans 
les cultures prolongees. 

De nombreux precedes k Stapes multiples ont 
ete decrits pour I'extraction et ta purification de 

25 proteines Issues de differentes sources. Des exem- 
pies de production de proteines par des microorga- 
nismes obtenus genetiquement sont ceux publies 
par Th. STAEHELIN et al, (J. Biol. Chem. 
256:9750-54; 1981). K. MURRAY et al. (The Embo 

30 J. 3:645-650; 1984) et RA. HITZEMAN et al. (NucL 
Ac. Res. 11 :2745-2763: 1983). 

En fait, lorsque la proteine produite est liee a la 
cellule, ces differents proc^des tmpliquent 3 series 
d'etapes. 

35 Dans la premiere serie d'etapes. la proteine 
desiree est isolee de IMnterieur de la cellule. A 
cette fin, les cellules sont soit lysees (p.ex. par 
^ traitement enzymatique) ou eclatees (p.ex, par des 
forces mecaniques telles que les forces de cisaille- 

40 ment (p.ex. la cellule de pression X ou la cellule de 
pression de French) ou agitees avec des billes de 
verre. avec addiUon eventuelle d'un detergent (voir 
par exemple K. MURRAY et al., loc. cit. et R.A. 
HITZEMAN et al.. loc. cit.). 

•'S Dans la deuxieme s^rie d'etaoes, le milieu est 

enrichi en oroietne desiree. p.ex. par prsc:pitation 
fraci.wMnee pai cjuui ot? sulfate c ammonium et ou 
en oresence-ae ooiyethylene glycol. 

En:in. cans la trorsteme sene d'eraoes. tcjs es 
c:n:aminants sont effectivement elimmes au r-imeu. 
o.ex. par une ou olusieurs operaiions au genre 
Ultrafiltration, cnromatograonie oar ecnange c'tcns 
ei oar filtration sur gel et centnfugauon en graoient 
tsoDycniQue. 

55 
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Dans un te) procsde. H est Evident que les 
contaminants accompagnant les protsines (crtes 
par R.A. HITZEMAN et al., loc. ciL). les acioes 
nucieiques et les lipides et plus particulierement 
les taux de lipiaes eleves exercent une forte in- 5 
fluence sur au moms une des etaoes oe ia troi- 
sieme serie (p.e. I'ultrafiltration et la cnromatogra- 
pnie sur coionne) et que les hydrolases doivent 
etre rapidement elimmees du milieu. De plus, il a 
egaiement ete observe que la precipitation au sul- 70 
fate d'ammonium n'est pas possible sans une 
delipidabon prealable, etant donn4 que les lipides 
interferent dans cette precipitation. 

En consequence, il est de la premiere impor- 
tance de pouvoir disposer d'une methode par la- 15 
quelle on puisse eliminer la plup§rt des contami- 
nants des le debut de la troisieme serie d'dtapes. 

Parmi les precedes d^ja decrits. certains citent 
Tutilisation du polyethylene glycol comme agent de 
precipitation selectif des proteines et un precede zo 
de precipitation des lipoproteines a partir du pla- 
sma en faisant appel aux interactions lipoprotelne- 
polyanionm^tai a egaiement ete signale. 

La methode de precipitation fractionnee des 
proteines a I'aide de polymeres non ioniques hy- 2s 
drosolubies, en particulier le polyethylene glycol • 
(PEG) a ete introduite par POLSON et al. - 
(Biochem. Biophys. Acta 82:463-475; 1964) et dis- 
cutee par divers auteurs. Parmi eux, W. HONIG et 
al. (Anaiyt. Biochem. 72:502-512; 1976) mention- 30 
nent que "la specificite de la precipitation, c'est-^- . 
dire le rapport de la proteine desiree et de la 
protein e totale peut etre ameliore en utiiisant des 
fractions de PEG d'un poids moleculaire moyen 
inferieur 'au PEG 6000 generalement employ^". 35 
Neanmoins, quoique "des concentres de proteines 
plasmatiques individuelles puissent etre obtenus en 
agissant sur le pH", les auteurs ajoutent ceoendant 
que "la purification de melanges proteiniques plus 
complexes tels que le surnageant d*un homogenat 40 
de cellule est considerablement plus mediocre". 

P.R. FOSTER et al. (Biochim. Biophys, Acta 
317: 505-516; 1973) oni d^crit une methode de 
preciDitation d'enzymes a partir d'extraits cellulai- 
res de Saccharomvces cerevisiae au moyen du 45 
PEG. Des msthodes de concentration et de purifi- 
cation de virus et de bacterioohages a {'aids de 
PEG ont ete publiees oar B.P. VAJDA (Folia Micro- 
t I ?2 :88-96: 1978) et QJ. LANC2 fArch. 
Virusfcrscr;. 42:303-30b; 1973V Dans te doma.ne so 
de Tisoiement ae ranirgene oe rheca:;:s. ia ounfi- 
cation ae raniigene ce surrace Z3 Vu^aauie B • 
(HBsAg) par une meinode comorenant deux traite- 
ments successifs avec le PEG 6000 a ete decnte 
par Ph. ADAM0WIC2 et al. (p. 37-49 INSERM ss 
SYMPOSIUM NO 18, HEPATITIS B VACCINE. Publ. 



ELSEVIER. Amsterdam. Holland. 1981K Dans csiie 
meinode ae punfication de THBsAg au deoart de 
plasma, les comolexes immuns et la ciucar: oes 
lipooroteines sont. dans une premiere etaoe. 
precipites cu serum par le PEG 6000 a une con- 
centration de 5,5 % et. dans une seccncc e:aoe, 
I'HBsAg est precione du surnageant iscis car ac- 
dition de PEG a une concentration fmaie ce 10*3. 

En ce qui conceme la liiterature sur 193 bre- 
vets. 

-le brevet des Etats-Unis d'AmeTique N** 3790552 
decrit une methode d'eiimination de i'antigene as- 
socie a I'hepatite a partir d*une fraction proteinique 
et qui comprend une etape dans laquelle on utilise 
du PEG ayant un poids moleculaire de 200 h 6000 
a raison d'une quantite de 12 a 30 % (pv) pour 
precipiter ledit antigene. 

-le brevet des Etats-Unis d'Amerique N** 3951937 
decrit un precede de purification de I'antigene de 
I'hepa tite B (HBAg) impliquant une double 
precipitation de I'HBAg au moyen de PEG (4 -4.5 
% en poids) ayant un poids moleculaire d'au moins 
600. 

-le brevet des Etats-Unis d'Amerique N° 3994870 
decrit une methode de purification de Tantigene de 
I'hepatite B {HBAg) dans laquelle I'HBAg est 
precipite par addition de 4 a 4.5 % en poids de 
PEG et est ensuite soumis a une chromatographie 
d'affinite a I'aide de concanavalline A comme ad- 
sorbant chromatographique. 

**la demande de brevet europeen publiee sous le 
numero 0 112 506 decrit un precede de production 
d'un vaccin preventif de Tinfection a I'hepatite B a 
partir de plasma et qui comprend une precipitation 
au sulfate d'ammonium suivte d'adsorption sur du 
silicate colloidal et de deux etapes de 
precipitations successives avec du PEG (ayant un 
poios moleculaire de 2000 a 10000) a raison de 3 
a 7 % (p/v) de manifere a precipiter le virus de 
Thepatite B et les immuns complexes et k raison 
de 15 a 20 % (p.-v) dans le surnageant de mamere 
a precipiter i'HBsAg. 

-Dans le domaine de I'isolement de raiona-l-ann- 
trypsine. la demanoe de brevot laconais 5° 12S335 
(resume Derv/ent 84-21 71 27i aecrit la C'3Crc:;2:;rr 
d'alDha-i-antitryosine a parur c'-jne frac;.:- -.55-5. 
itaue par adamon c'une ouaniire de 15 i 20 S • 
(p'v) de PEG. 
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Ainsi qu'il a ete mentionne ci-dessus. une 
methoae oe prscioitation des lipoproteines oar ao- 
piication ces interactions Iipoproieine-poiyaruon- 
metal a egalement ets signalee precsdemment - 
(par exemole : M. BURSTEIN et al. Adv. Lip. Res.. s 
11:67-108:1973 et A. VAN DALEN et al.. Biocnim. 
Biconys. Acta ^d7■A2^'427: 1967). Cette methooe 
est realisee par interaction entre les lipooroieines. 
un canon meialtique bivalent et un polysaccnaride 
acide et. dans ces conditions op^ratoires. la quan- jo 
lite de precipit^ est fonction de la concentration en 
cation metallique bivalent dans le milieu. i-. 

Description de invention 

15 

Le produit de depart utilise dans le proced^ de 
la presente invention (designe egalement ici sous 
le nom d'^extrait brut") est le surnageant des cellu- 
les de levure produites genetiquement qui ont 
donne naissance a une proteine liee a ta cellule et * 20 
qui sont ^clatees en presence d*un detergent non 
ionique, ainsi qu'il est blen connu dans la tech- 
nique. 

Conformement a la presente invention, on 
realise alors la precipitation fractionnee par PEG - 25 
(designee ci-aprfes sous le nom de premiere 
etape) et. ensuite. soit une precipitation fractionnee 
par un cation meiallique polyvalent (plus parti- 
culierement un metal bivalent tel que le calcium ou 
le manganese) soit un traitement au sulfate d'am- 00 
monium, ledit traitement au sulfate d'ammonium 
etant eventuellement pr^cdd^ d'une ultrafiltration 
du surnageant provenant de la premiere etape. 
o La presente invention r^sulte de la decouverte 
que, lorsqu'on utilise du PEQ solide (p.ex. PEG 35 
6000) k une concentration de 6 a 12 % (p/v) pour 
extraire i'HBsAg a partir de cellules de levure pro- 
dijites genetiquement et eclatees en presence d'un 
detergent non Ionique. THBsAg ne pr^clpite pas. 
De plus, par addition ulterieure de sulfate d'ammo- 40 
nium. il se cree un systeme biphase qui se ca- 
racterise par le fait que THBsAg est present dans 
la phase PEG tandis que la majeure partie des 
contaminants se trouve dans la phase aqueuse. Ce 
resultat est surprenant etant donne que ces con- 45 
ditions operatoires devraient provoquer la 
precipitation de I'HBsAg en vertu de ce que Tart 
anterieur nous apprend generalement eu sujet 
d'autres milieux bruts. Le premr-r objcctif de 'a 
presemc: invcUion est cone d'utiliser te PEG so 
comme sotvani pour isoier la proteme destree pro- 
ouite car ces cultures ce cellules ce levure tanois 
que ia majeure panie des contaminants sont 
4limines par precipitation dans le milieu. 



En ce qui concerne le poios moleculatre. le 
PEG existe soit sous forme solide. soit sous forme 
liquide. la limite entre les deux formes se siiuant 
autour d'un poids moleculatre de 1500. 

Dans la premiere etaoe du crocede suivant la 
preseme invention (oui pourrait §rre consioeree 
egalement comme une etaoe oe clanfica-ion). ces 
PEGs ayant des poids moleculaires different* oeu- 
vent evidemment etre utilises en ajustam 
adequatement leur concentration en fonction de 
leurs poids moleculaires resoectifs. 

Par exempie. la concentration en PEG varie. de 
preference, de 6 a 12 % (p/v) lorsqu'on utilise du 
PEG solide (p.e. le PEG 6000) et de 10 a 35 % - 
(v/v) -et de preference de 20 a 30 % (v/v) lors- 
qu'on utilise du PEG liquide (p.e. le PEG 300 ou 
400). Neanmoins. I'utilisation de PEG liquide est 
preferable pour des raisons techniques parmi ies- 
quelles la facilite de la derniere ultrafiltration. 

En consequence, la presente invention decrit 
un . procede d'extraction et de purification de 
proteines. plus particulierement de I'HBsAg ou d© 
I'alpha-l-antitrypsine, au depart du surnageant de 
cellules de levure eclatees en presence d'un 
detergent non ionique (de preference un detergent 
dtj type polysorbate). ledit surnageant etant 
designe ici par "extrait brut", lequel procede com- 
prend une premiere etape dans laquelle on ajoute 
6 a 12 % (p/v) de PEG solide ou de preference 10 
a 25 % (v/v) de PEG liquide a Textrait brut amene 
a pH 6 (£ 0.1), les llmites des concentrations en 
PEG susmentionnees etant principalement 
determinees par le moment ou la clarification est 
atteinte puisqu'une addition supplementaire de 
PEG ne produit que des effets defavorables. c.a.d. 
une viscosite plus elevee du milieu et le risque 
d'une coprecipitation inopportune d'HBsAg ou 
d*alpha-l-antitrypsine. 

Dans le procede de la presente invention, te 
PEG est considere comme un solvent organique 
polymerise favorisant e.a. Ia precipitation des (lipo)- 
proteines dont le point isoelectrique se situe pres 
du pH 6 et la solubilisation des autres (llpo)- 
proteines, c.^.d. celles qui presentent un point 
isoelectrique nettement different et celles qui sont 
fortement hydrophobes. 

La demanderesse a remarque que Tetape de 
clarification par le PEG precipite environ 75 % des 
proteines contan-.inantes. 90 % oco' coivsaccnari- 
des. 94 °o oes acides nucleicues et 45 s -es 
itoiaes. rancis cue c*es; le contenu icra! en HEsAc 
ou en alDna-l-antiiryDSine qu: es; ::r£iiCL.c.'T;er;: 
recupere oans le surnageanL 
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Ainsi qu'il a sie indiaue ci-dessus, la presente 
invention comorend une combinaison d'etaoes dpnt 
:a premiere est une siaoe de clarification en vue • 
d'obtenir une solution partiellement puriftee^ et 
eventuellement aueiaue peu opalescente de la 5 
proteine aesiree. 

Dans la aeuxi^me erape du precede ce la 
oresente invention, la solution obtenue et paniei- 
lement purifiee est traitee sott par un cation 
metallique polyvalent - plus particulierement un ca- jo 
tton metallique bivalent •comme une solution 
aqueuse de chlorure de calcium ou de manganese 
^ une concentration finale de 30 mM, soit par du 
sulfate d'ammonium. ce traitement au sulfate d*am- 
monium etant effectue soit apres ultrafiltration de la 75 
solution opalescente par addition de sulfate d'am- 
monium solide jusqu'^ 40 ^ 50 % de saturation, 
suivant la m^thode classique dite de relargage 
pour precipiter la proteine desiree laquelle peut 
etre reprise dans un tampon phosphate, soit par 20 
addition de sulfate d'ammonium au sumageant 
contenant !e PEG jusqu'a 40 a 60 % de saturation 
pour former un systeme biphase contenant la 
proteine desiree dans ia phase PEG. 

Chacune de ces variations dans la deuxieme 25 
serie d'etapes donne lieu k une solution limpid e en 
proteine desiree effectivement purifiee en ce qui 
concerne son contenu en polysaccharides, acides 
nucleiques. lipides et proteines contaminantes. 

La solution ainsi obtenue peut ensuite etre 30 
traitee dans la troisieme serie d'etapes classiques 
telle que definie ci-dessus. p.ex. ultrafiltration 
eventuelle, filtration sur gel et chromatographie sur 
colonne et. dans un mode de realisation pref^re de 
)a presente invention, cette troisieme serie d'etapes 35 
comprend successivement une ultrafiltration, une 
premiere filtration sur gel, une chromatographie sur 
colonne ^changeuse d'anion faiblement alcalin 
dotee de groupes diethylaminoethyle (DEAE) et 
une seconde filtration sur gel ou centrifugatlon sur 4o 
gradient de chlorure de cesium de maniere h ob- 
tenir une solution d'HBsAg ou d'alpha-l-antitrypsine 
hautement purifi§e et appropriee a un usage 
medical. 

Lorsqu'on teste le produit isole apres la se- 45 
conde permeation sur gel par electrophorese sur 
gel de poiyacrylamide sur dodecyl sulfate de so- . 
dium (SDS PAGE), on constate qu'il est pur a plus 
de 98 % en ce qui concerne la bande 23 K qui 
caracterise I'HBsAg issu de la leyure. 60 

En ?cuence le oremier avzr.xzzz zu 
proceae oe la oresente invention reside cans !e fan 
qu'il elimine effectivement tous les polysacchari- 
des, les acides nucleiques. les lipides et ies 



matieres protecmcues et un autre avantage de la 
presente invention est cue la proteine desiree ceui 
finalement etre secaree avec un rendement reiati- 
vement eleve. 

Lorsoue le cccede de la presente invention 
est aoplique a I'extrait brut d'HBsAg en orove- 
nance des ceituies ae levure prccuites 
genetiouement. I'HBsAg obtenu est 3u 
detergent non lonicue en formant avec celui-ct ces 
micelles comcosites d*un diametre d'envtrcn 17 a 
20 nm et la demanderesse a decouvert cue le 
rapport expnmant la quantite de detergent non 
ionique sur la ouantite de proteines. de lipides 
totaux et de pofyscroate dans la micelle composite 
de Dolysorbate vane de 1 5 a '35 % (p/v) lorsoue les 
analyses sont effectuees par methode colo- 
rimetrique pour les proteines (LOWRY). les lipides 
totaux (20LLNER1 et le detergent non ionique - 
(HUDDLESTON et ALLRED). 

Les micelles composites obtenues par le 
precede de la presente invention a Taide d*un 
detergent non ionique de type polysorbate cons* 
tituent des comooses nouveaux qui font egalement 
I'obiet de la presente invention; its sont immu- 
nogenes et oeuvent etre presentes dans une forme 
vaccinale comparaoie a THBsAg classique ainsi 
qu'il est bien connu dans la technique pour la 
preparation du vaccrn a base du virus de I'heoatite 
8. 

L'invention est illustree par les exemoies sui- 
vants qui ne limitent en rien la porte de Tinvention. 

Exemple 1 

Un culot de cellules de levure (3850 g) prove- 
nant d'une soucne oroduiie genetiouement et ex- 
primant THBsAg et oui se sont developp^es jus- 
qu'a robtentlon de 30 g de cellules en poids sec 
par litre de culture sont mises en susoension dans 
7.12 litres d'une solution de Na,HPO. (7,098 g I). 

Cette suspension est additionnee de 142.5 ml 
d'une solution de EDTA a 4 % (p-v). 38.5 ml de 
polysorbate 20 et 3S5 ml d'isoprooanol contenant 
2,7 g de fluorure de phenylmethylsulfonyie - 
(FPMS), Le pH est aiust^ a 8.1 (i 0.1) avec NaOH 
(10 % p/v dans Teau). La suspension est rerroidie 
dans un bain de glace et brtsee par 2 passages a 
travers un homogeneiseur a billes de verre refroidi. 
L'homogenat (extrait brutl est ensuite centrifuce 
oenoant ?0 minutes 3 13000 g. 
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S[ou;e fentemem. sous agitation, 2.5 1 de 

-SO JOO a 7.7 1 c'exiraii orut que Ton maintient 
er- -essous ce IS" C. Ue pH est ensuiie aiuste a 6 
3.1 ; car aaamon Caciae acsiique (5M) el le 
•^!.eu es: enrreoose penaanr une heure a 4" C « 
ava.r z'Bxre centri fugs a 7400-1 1000 g cencant 45 

L5 surnaceant est amene a pH 7 (r 0.05) avec 
NsOh N et on y ajoute 300 mi oe CaCU ic.a.d. 30 
-r-: car iire ae surnaceant). Le pH est reajuste a 7 - 70 
i: 0,05', avec NaOH N ei entrepose a 4<> C jus- 
cu'cu ienaemain. La suspension est centrifugee a 
3600 g penaant 45 minutes et ie sumageant est 
uitrariltrs dans un appareil AMICON DC (aopareil 
venau car AMIGON CORP.. DANVERS. MA, USA) 75 
eGuioe c'une cartouche ayant un cut-off de 100000 
caitons et. par ce moyen, il est d'abord concentre 
iusou'a 1/4 (1500 ml) de son volume initial. La 
solution est ensuite lavee de fa^on continue avec 
12.5 ml de tromstamol lOmM ajuste a pH 8 (t 20 
0.1) par addition d'acide chlorhydrique N (ce tam-: 
pon est cesigne ci-apres par trometamol pH 8) et 
aocitionne de PMSF (1 mM). d'isopropanol (2 5 % 
v.v) et d'EDTA (2 mM) (concentrations finales). Le 
retenrat est ensuite concentre ulterieurement jus- 25 
qu'a 350 ml). ' 



30 



La solution concentree est versee sur une co- 
lonne (diametre 10 cm x 1 00 cm) contenant 7 1 a- 
FRACTOGEL^^TSK HW65fF, (un gel semi-ngioe 
comoose de poiymeres v.nyliaues nycroohiies 
oourvus de nomoreux grouoes hydroxyies a la 
surface oe la matncs. oresentant une dimension ae 
caaicuies ce I'orare oe 32 a 63 nrr,, iaznoae et 
vencu car E MercK. Oarrisradt. R.^^A) eauiliore 
cans un tamoon trom^rarrol HCI 10 mM oh 7 (2 
0.01 ) coaitionne de 5 *'o iv v) d'eihyl^ne glycol. 

Le pic contenant rWBsAg est verse sur une 
ccionne (diametre 5 cm x 30 cm) de 300 ml de 
FRACTOGEL« TSK DEAE 650 (M) (un echangeur 
anionique faiblement basique dans lequel les grou- 
pes diethylaminoethyle sont lies aux groupes hy- 
droxy le de la matrice du FRACTOGEL TSK HW65 
par des liaisons etherees. fabrique et vendu oar E 
Merck, Danmstadt. RFA) equilibr^ dans du 
trometamol pH 8 a 4° C. La colonne est lavee avec 
du trometamol pH 8 contenant NaCI (0.05 M) et 
THBsAg est elue avec NaCI (0.15 M) dans du 
tronnetamol pH 8. 

L'eluat est applique sur une colonne de FRAC- 
TOGEL TSK HW65 (F) equilibree avec un tampon 
Na,HPO.NaH,Pa (10 mM) pH 6.8 additionne de 
NaCI (150 mM) pour donner une solution ae micel- 
les composites du type HBsAg/polysorbate. 

Le taux de purification obtenu a chaque etaoe 
de la purification est indique au tableau I. 
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Fraction 


Vol 


Total 


Total 


Total 


To ta 1 






(I) 


en 


en 


en 


en 


e n 






HBsAg 


protei- 


polysac- 


acides 


1 ipides 






par 


nes 


charides 


nuclei- 








RIE 






ques 








(rag) 


(g) 


(g) 


(rug) 


(g) 


Extrait 














brut 


7.7 


1232 


259 


114 


32500 


104 


Surna- 














geant 














PEG 


8,02 


1100 


64 


9/5 


641 


53-7 


Surna- 














geant 














CaCl^ 


8 


1190 


37 


3,8 


512 


27,2 


Retentat 


.350 


1320 


26,7 


.744 


37 , 6 


3,596 


Pic 














HBsAg 














TSK 


1,06 


736 


.935 


.014 


16 


.352 


Eluat 














TSK-DEAE 


. 15 


722 


.428 


,0084 


2,6 


. 275 


Pic 














HBsAg 














TSK 


.45 


1117 


.244 


.0094 


2 


, 179 



O 



RI3 : Radio-imrauno essai 

Le tableau II suivant resume sommairement la 
comoosition ces micelles composiies de 3 lots 
cifferems ce vaccins obenus par le precede ci- 
aessus avec cu poiysorbate 20. 
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Lot 


Pcoteines 


Total en 
1 ipides 


Polysocbate 20 


Rapport 
C 




(nq/ml) 
(A) 


(UQ/ml ) 
(B) 


(ug/ml ) 
(C) 


A/B/C 


I 
II 
III 


20 
20 
20 


20 
16 
14.5 


8.5 
8.4 
15, 6 


18 
19 
31 



Ejtemple 2 ■ 

On ajoute lentement 882 ml da PEG 400 a' 
2.650 1 d'extrait brut prSpar6 comme il est d^crit a 
I exemple i et on ajuste le pH a 6 (s O.i). Le milieu 
est maintenu ^ 4- C pendant une heure et centri- 
^ ''^^ 9- '"^"ageant est concentre 
a 1000 ml sur un appareil AMICON DC equipe 
d'une cartoucne ayant un cut-off de 100000 daltons 
et lave ensuite avec 3 volumes de trometamol (20 
mM) pH 8. Sous agitation et a 4' C. on ajoute 
ensuite lentement 277 g de sulfate d'ammon.um en 
pouare au retentat . Apres 1 heure S 4° c le 
prdcipit§ est centrifuge pendant 15 min. a 1000 g 
Le sumageant est ecarte et le precipitg est dissout" 
dans 400 ml de trometamol (20 mM) pH 8 aadi- 
fionne de 1 mM de PMSF. La solution est ultra- 
filtree sur un appareil AMICON DC Iquipd d'une 
cartoucne ayant un cut-off de 10' daltons Le 



retentat (500 ml) est lavg avec 2 volumes de 
trometamol pH 8 at applique ensuite sur une colon- 
20 ne contenant 300 ml de FRACTOGEL TSK DEAE 
650M equilibre avec du trometamol pH 8. Lorsque 
le passage de I'echantillon est acheve. la colonne 
est lavee avec NaCI 0.05 M dans du trometamol 
pH 8 et un gradient lin^aire en NaCI (0.05 M -0 5 
M) est ensuite appliqug sur la colonne. La fraction 
eluee avec le NaCI 0.15 M contlent I'HBsAg; elle 
est concentree a 50 ml dans un appareil AMICON 
DC equipe d'une cartouche ayant un cut-off de 
10000 daltons et appliquee sur une colonne - 
(diametre SO x lOO cm) ae Seoharose 4B-CI (un 
gel d'agarose faonque et vendu par Pharmacia 
Fine Chemicals, Uppsala. Sufede) equilibree avec 
du trometamol (20 mM) pH 8 additionn^ de 5 % 
d'ethylfene glycol pour donner une solution de mi- 
35 ceiles composites de type HBsAg/polysorbate. 

Le taux de purification cbtenu & chaque etape 
• est indique au tableau III. 
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Fraction 


Vol 


Total 


Total 


Total 


Total 






en 


en 


en 


en 






HBsAg 


pro tei- 


polysac- 


acides 






par 


nes 


char ides 


nuclei- 






RIE 






ques 




(ml) 


(rag) 


(g) 


(g) 


(rag) 


Extrait brut 


2650 


188 


114,721 


36,9 


9250 


Surnageant PEG 
Retentat 10 


2530 


160 


22,755 


3,321 


536 


1000 


150 


7,468 


. 181 


175 


AMS-culot 


400 


80,8 


1,248 


.0248 


160 


Retentat 10^ 


1000 


72,4 


.529 


.029 


88 


Eluat TSK-DEAE 


560 


44 


.157 


<0,073 


3 


Pic HBsAg 












Sepharose 4B-CL 


200 


23 


.030 


.0003 


• 05 



RIE : Radio-iramuno essai 



Exemple 3 

On clarifie 2 litres d'extrait brut d'HBsAg avec 
du PEG 400 comme il est d^crit a I'exempje 1. On 
y ajoute 450 g de sulfate d'amnnonium (SAM) en 
poudre sous agitation (la concentration finale cor- 
respond a une saturation a 45 *?'o en SAM, Apres 
solubilisation du SAM. la solution est conserv^e a 
4* C pendant une periode de 3 heures au terme ' 
de laquelle on obtient deux phases distinctes que 
Ton separe dans une ampoule a decantation : une 
phase superieure limpide (jaune) (phase PEG 400) 



30 



35 



40 



et une phase inrerieure limpide (phase aoueusej. 
cnacune oes pnases represemant environ z 50 % 
du volume original. La onase aoueuse est dlimmee 
et la phase supeneure est ultrafiltree sur un ap- 
pareil AMICON DC. comme il est decrit pour le 
surnageant du CaC!: a I'exemple 1. Le processus 
ce purification est er^suite Doursuivi ulterieurement 
comme il est decrit a I'exemple 1 pour donner une 
solution de micelles composites de type 
HBsAg/polysorbate. 

Le taux de purification obtenu a chaque etape 
est indiQue au tableau iV. 
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Fraction 


Vol 


Total 


Total 


Total 


Total 






en 


en 


en 


e n 






HBsAg 


pcocei- 


polysac- 


acides 






par 


nes 


char ides 


nuclei- 






RIE 






ques 












(ml) 


(mg) 


(g) 


(g) 


(mg) 


Extrait brut 


2000 


99 


55 


22 


5588 


Surnageant PEG 


2000 


92 


13.2 


5,68 


243 


phase PEG 


1000 






1,536 


98 


Retentat 


50 


98 


1,5 


.14 


6,66 


Pic HBsAg TSK 


123 


52. 


.288 


.0077 


2,84 


Eluat TSK-DEAE 


25 


54 


.0377 


.0011 


.44 


Pic HBsAg TSK 


60 


35 


.0207 


.00154 


.39 



RIE : Radio-immuno essai 



Exemple 4 

On clarifie 2 litres d'extrait brut en HBsAg avec 
du PEG 400 comme il est decrit a I'exemple 1. On 
y ajoute 450 g de sulfate d'ammonium (SAM) en 
poudre sous agitation (ia concentration finale cor- 
respond a une saturation a 45 % en SAM). Apres 
solubilisation du SAM, la solution est conserves a 
4" G pendant une periods de 3 heures au terme 
de laquelle on obtlent deux phases distinctes que 
Ton separe dans une ampoule a decantation : une 
phase superieure limpide (jaune) (phase PEG 400) 
et une phase inf^rieure limpide (phase aqueuse), 
chacune des phases representant environ t 50 % 
du volume original. La phase aqueuse est eliminee 
et une partie aliquote d'un litre de la phase PEG - 
(phase superieure) est diluee deux fois avec du 



trometamot 10 mM a pH 8 et appiiquee sur une 
colonne conte nant 300 ml de gel du type FRAC- 
TOGEL' TSK-DEAE 650 (M) equilibree avec du 
trometamol a pH 8. a raison d'un debit de 100 ml 
par heure. Le gel est lave avec du trometamol a 
pH 8 contenant NaCI 0.05 M et PHBsAg est ensuite 
^lue avec un gradient en NaCI (NaCI 0.05 h 0.5 M 
dans le trometamol a pH 8). Un pic HBsAg est elue 
avec NaCI 0.15 M et apres concentration dans un 
appareil AMICON DC equipe d'une cartouche 
ayant un cut-off de 10000 daltons. le retentat est 
appliqug sur une colonne (diametre 5 x 100 cm) de 
Sepharose 4B.C1 equilibree avec du trometamol pH 
8 contenant 5 % (v/v) d'^thylene glycol pour don- 
ner un pic de micelles composites de type 
HBsAg/polysorbate/ 

Le taux de purification obtenu a chaque etape 
est indique au tableau V, 
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reaction 


Vol 


To ta 1 


To t A 1 


1 0 ta i 


To ta 1 






6 n 




en 


en 






HBs 


n ^ i T 

y 4. u t e i - 


po iy s a c - 


acides 






r 

L 


ne s 


cha c ides 


nuclei- 






RIE 






ques 




(lal) 


( ma ) 


V 9 ^ 




(mg) 


Extrait brut 


2100 


200 


60, 600 


19,000 


4860 


phase PEG 


1200 


210 


3, 100 


1,436 


80 


Eluat TSK-DEAE 


460 


134 


.750 


,0048 


05 


Pic HBsAg/ 












Sepharose 4B-CL 


150 


" 110 


.120 


.0014 


0.3 



RIE : Radio-iramuno essai 



Exemple 5 

On clarifie 500 ml d'extrait brut en HBsAg par 
addition lente d'une solution de 50 g de PEG 6000 
dans 160 ml d'eau a 4» C. sous agitation. On 
ajuste le pH k 6.1 par aadttion d'acide acetique 
5M. Aprfes une heure de stockage a 4' C, Textrait 
est centrifuge penoant 15 min. k 7000 g. On ajoute 
ensuite. sous agitation, 157 g de sulfate d'ammo- 
nium en poudre au surnageant Oa concentration 
finale correspond h 50 % de sulfate d'ammonium 
sature), Apres solubilisation, (a solution est 
conserves h 4" C pendant une periode de 3 heu- 
res au terme de laqueile on oDtient deux phases 
distinctes que Ton separe dans une ampoule h 
ddcantation. La phase suoerieure (phase PEG con- 
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30 



35 



40 



tenant THBsAg) est diluee deux fois avec du 
trometamol a pH 8 et appliquee ensuite sur une 
colonne contenant 300 ml de gel de TSK-DEAE 
650 (M) equrlibree avec du trometamol ) pH 8 a 
raison d*un debit de 100 ml par heure. Le gel est 
lave avec du trometamol a pH 8 contenant NaCI 
0,15 M. concentre dans un appareil AMICON DC 
equipe d'une cartouche ayant un cut-off de 10000 
daltons et le retentat est applique ensuite sur une 
colonne (diametre 5 x 100 cm) de 2 litres de 
FRACTOGEL TSK-HW65(F) ^quilibre avec du 
trometamol a pH 8 contenant 10 % (v/v) d'ethylene 
glycol pour donner une solution de micelles com- 
posites de type HBsAg/polysorbate. 

Le taux de purification a chaque ^tape est 
indique au tableau VI. 



50 



11 



23 



0 199 698 
TABLEAU VII 



24 



Fraction Vol 



(ml) 



Total 


Total 


Total 


en AAT 


en 


en 


pac 


protei- 


polysac- 


KLISA 






(mg) 


(g) 


(g) 



Extcait bcut 
Surnageant PEG 
Sucnageant CaClj 
Eluat TSK-DEAE 



120 


180 


4.018 


.538 


100 


212 


1.300 


.290 


100 


194 


.660 


.110 


S20 


180 


.210 


.0052 



AAT : alpha-l-antitcypsine 



Example 7 

La technique est telle que d^crite i I'exemple 
1, mais on remplace tes 300 ml de CaCli M qui y 
sont sp^cifi^s par 300 ml de MnCI, Les ca* 
ractdristiques du produit final sont analogues a 
celles du produit obtenu a la fin de Texemple 1. 

Exemple 8 

La technique est telle que decrite a Texemple 
1, mais on remplace les 38»5 ml de polysorbate 20 
qui y sont sp^ifi^s par 20 ml de Triton X-100 (un 
produit fabriqud par Rohm et Haas; Darmstadt, 
RFA). Les caract^ristiques du produit final sont 
analogues ^ celles du produit obtenu a la fin de 
Texemple 1. 

Exemple 9 

La- technique est telle que decrite a I'exemple 
1. mais on remplace les 38.5 ml de polysorbate 20 
qui y sont sp^cifi^s par 38,5 ml de polysorbate 80, 
Les caract^ristiques du produit final sont analogues 
h celles du produit obtenu ^ la fin de Texemple 1. 

(=Y^.r]nlejO 

La solution du micelle composite de type HB- 
sAg obtenu a la fin de I'exemple 1 est ajustee h un 
contenu proteinique de 10 ug par millilitre par 
addition de NaCI. de tampon phosphate 
(Na,HPO*/NaH,PO«) et d'ALHYDROGEL** (un gel 
d*hydroxyde d'aluminium fabriqu§ et vendu par 
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00 



35 



40 



SO 



SUPERHOS Export Co. Copenhague.. Danemark) 
jusqu*^ des concentrations finales respectives de 
0.9 % (pA^). 20 mM et 0»15 % (p/v) en AI(OH)„ to' 
pH final 6tant de 6,9. La preparation est stdrilisee 
et r^partie dans des fioles en ven-e de 2 ml con- 
tenant chacune une does unitaire d'un ml de vac- 
cin. 

Exemple 11 

Les doses unitaires du vaccin de Fexemple 10 
ont ^Xi administrees par voie intramusculaire a 
deux series de sujets s6ron^atifs k raison de 2 
injections successives, k un mois d'intervalle. Bien 
que ces injections devraient §tre considerees 
comme une administration de sensibilisation qui 
devrait Stre suivie d'un rappel, p.ex, 2 mois apres 
la premiere injection, une reponse immunitaire po- 
sitive a deji et^ observee respectivement un et. 
deux mois apres la premifere administration. 

Dans la premiere s^rie (comprenant 32 sujets 
sironegatifs). un mois aprfes la premiere admini- 
stration, le tuax de seroconversion etait de 20/32, 
c'est-i-dire de 62,5 % avec un titre geometrique 
moyen (TGM) de 9.95 unites milii-intemationales - 
(UMI) el un mois apres la seconde administration, 
le taux de seroconversion etait de 31^2. c*est-&-r 

Dans la seconoe serie <comprenant 46 sujets 
seronegatifs), un mois apres la premiere admini- 
stration, le taux de seroconversion 6ialt de 31/46, 
c'est-a*dire de 67,4 % avec un TGM de 13,5 UML 
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L'enregistrement des signes el symptomes cli- 
niques Chez les vaccinas n'a t6\/6\6 aucune 
6l§vation de temperature et aucune reaction & Ten- 
droit de l*administration. 

Revendicattons 

Rovendication* pour les rays contractantj^ . vE, 
CH, DE. FR. GB, IT. U LU, NL SE 



1. Proc^6 d'extraction et de purification d'une 
proteine ti^e h la cellule h partir du sumageant 
d*une culture oe cellules oe levure manipuiees 
g^netiquement ayant produit ladite proteine et 
^clatdes en presence d'un detergent non ioniqua, 
caract6ris§ en ce qu'on ajuste le pH du sumageant 
& 6 (t 0,1), on y ajoute du poiy^thylfene glycol 
liquide ou solide jusqu*^ clarification dudit suma- 
geant et on tratte le sumageant clarifid soit par un 
cation metallique bivalent soit apr^s ultrafiltration 
6ventuelle. par du sulfate d'ammonium pour 
sdparer ladite prot^ne. - 

2. Proc4d4 suivant la revendication 1, dans lequel 
on ajoute du poly^yl^ne glycol Hqutde k une 
concentration finale comprise enve 10 et 35 % - 

3. Proc^d^ suivant la revendication 2. dans lequel 
on ajoute du polyethylene glycol solide a une con- 
centration finale comprise enue 6 et 12 % (p/v). 

4. ProcWe suivant Tune quelconque des revendi- 
cations 1 h -3, dans lequel la protiine est Tantigena 
de surface de Th^patite B. 

5. Proc6d6 suivant Tune quelconque des revendi- 
cations 1 h 3, dans lequel la proteine est Talpha-I- 
antitrypsine. 

6. Precede suivant Tune quelconque des revendi- 
cations 1 & 5. dans lequel ie sumageant clarifid est 
traite par un cation metallique bivalent 

7. Precede suivant la revendication 6, dans lequel 
le cation metallique bivalent est le cation calcium 
ou manganese. 

"o; rroCo^j'^ suuc.l Tone queiconque aes revendi- 
cations 6 et 7, qui comprend en outre la separation 
du precipite, rultrafittration de la solution, la 
permeation sur gel du retentat la chromatographie 
sur echangeurs d'ions du pic contenant la proteine 
et eventuellement une seconde permeation sur gel 
ou une centrifugation sur gradient de chlorure de 



cesium. 

9. Precede suivant t'une quelconque des revendi* 
cations 1 ^ 5. dans lequel on traite le sumageant 

5 clarifie par du sulfate d'ammonium jusqu'i 40 k 50 
o.b de saturation et on isole la proteine purifiee 
dans la pnase polyethylene glycol. 

10. Precede suivant la revendication 9. dans lequel 
10 la phase polyethylene glycol est soumise en outre 

h une eventuelle ultrafiltration sulvie d'une 
permeation sur gel et d*une chromatographie sur 
echangeurs d'ions. 



IS 11. Precede suivant la revendication 9, dans lequel 
la phase polyethyl^rte glycol est soumise en outre 
h une eventuelle ultrafiltration suivie d'une chroma* 
tographie sur. echangeurs tflons et d*une 
permeation sur gel. 




to 

12. Precede suivant la revendication 2, dans lequel 
le sumageam darifie est soumis h une ultrafiltration 
et le retentat est traite par du sulfate d'ammonium 
jusqu*^ 40 & 50 % de saturation afin de pre cipiter 

2S la proteine qui est reprise dans un tampon 
adequat GUZ^ 

13. Precede suivant la revendication 12 qui com- 
prend en outre Tultrafiltratration, la permeation sur 

so gel et la chromatographie sur echangeurs d'ions. 

14. Precede suivant Tune quelconque des revendi- 
cations 1^5, dans lequel le detergent non tonique 
est un potysorbate. 

as 

15. Precede suivant la revendication 14, dans le- 
quel le pelysortsate estlepolysorbate20, 

16. fi4icelle composite i base d'anttgfene de sur* 
40 face de rhepatite B et de polysorbate contenant de 

15 i 35 % (p/p) de polysorbate. 

17. Vacdn centre Thepatite B contenant k tltre 
d'ingredient actif une micelle composite suivant la 

45 revendication 16. 

Revendlcations pour PEtat Contractant AT 

' Piocede d'extrsc+ion et de purifii-aiiori d'une 
50 protein^ liee ^ ta cotiule h, poiiii clu aurnayediu 
d'une culture de cellules de levure manipuiees 
genetiquement ayant produit ladite proteine et 
eclatees en presence d'un detergent non ionique. 
caracterise en ce qu'on ajuste le pH du sumageant 
55 & 6 (i 0,1), on y ajoute du polyethylene glycol 
liquide ou solide jusqu'^ clarification dudit suma- 
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geant et on trait© le sumageant clarifii soit par un 
cation metallique bivalent, soit, apr^s ultrafiltration 
eventuelle, par du sulfate d'ammonium pour 
separer ladite prot^ine. 

2. Precede suivant la revendication 1, dans lequel 
on ajoute du polyethylene glycol liquide ^ une 
concentration finale comprise entre 10 et 35 % - 
(v/v). 

3. Precede suivant la revendication 2, dans lequel 
on ajoute du poly^thytfene glycol solide h une con- 
centration finale comprise entre 6 et 12 % (p/v). 

4. Proc4d6 suivant Tune quelconque des revendi- 
cations 1^3. dans lequel la proteine est Tan- 
tigene de surface de I'hepatite B. 

5. Precede suivant I'une quelconque des revendi- 
cations 1 h 3, dans tequel la proteine est Talpha-I- 
antitrypsine. 

6. Precede suivant I'une quelconque des revendi- 
cations 1 a 5, dans lequel le sumageant clarifie est 
traite par un. cation metallique bivalent. 

7. Precede suivant la revendication 6, dans lequel 
le cation metallique bivalent est le cation calcium 
ou manganfese. 

8. Precede suivant Tune quelconque des revendi- 
cations 6 et 7. qui comprend en outre la separation 
du precipite, rultrafiltration de la solution, la 
penmeation sur gel du r^tentat, la chromatographie 
sur 6changeurs d'ions du pic contenant la proteine 
et ^ventuellement une seconde permeation sur gel 
ou une centrifugation sur gradient de chlorure de 



cesium. 

9. Precede suivant I'une quelconque des revendi- 
cations 1 a 5, dans lequel on traite le sumageant 

5 ctarlfi^ par du sulfate d'ammonium jusqu'a 40 a 50 
% de saturation et on isole la proteine purifiee 
dans la phase polyethylene glycol. 

10. Precede suivant la revendication 9. dans lequel 
10 la phase polyethylene glycol est soumise en outre 

a une eventuelle ultrafiltration suivie d'une 
permeation sur gel et d'une chromatographie sur 
echangeurs d'ions. 

75 11. Precede suivant la revendication 9, dans lequel 
ta phase polyethylene glycol est soumise en outre 
k une eventuelle ultrafiltration suivie d'une chroma- 
tographie sur echangeurs d'ions et d'une 
permeation sur get. 

20 

12. Precede suivant ta revendication 2. dans lequel 
le sumageant clarifie est soumis k une ultrafiltration 
et le retentat est traite par du sulfate d'ammonium 
jusqu'^ 40 ^ 50 % de saturation afin de pre cipiter 

25 la proteine qui est reprise dans un tampon 
adequat. 

13. Precede suivant la revendication 12 qui com- 
prend en outre Tultrafittratration, la permeation sur 

30 gel et la chromatographie sur echang*eurs d'ions. 

- 14. Precede suivant Tune quelconque des revendi- 
cations 1^5, dans lequel le detergent non ionique 
est un polysorbate. 

35 

15. Precede suivant !a revendication 14. dans le- 
quel le polysorbate est le polysorbate 20. 
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TITLE: Solid unit dosage form of piperidino-alkanol cpds. - contg. surfactant and carbonate salt for 
ready bio-availability of antihistamine, broncho dilator or anti-allergy agent 
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□ US 4929605 A May 29, 1990 

INT-CL (IPC): A61K 9/20; A61K 31/44; A61K 47/00 

ABSTRACTED-PUB-NO: DE 387301 IG 
BASIC-ABSTRACT: 

A pharmaceutical compsn. in solid unit dosage form comprises (a) a therapeutically effective amt. of a 
piperidino alkanol cpd, or one of its salts, (b) a non-ionic or cationic surfactant in an amt. of 0,1-6 wt.% 
of the compsn., and (c) a carbonate salt in an amt. of 2-50 wt.% of the compsn. 

Pref cpds. (a) include alpha-(4-(l,l-dimethylethyl)phenyl) -4-hydroxydiphenylmethyl -1-piperidine 
butanol, which may be present, e.g. in an amt. of 10-120mg, esp. 60 or 120 mg. The pref. carbonate is 
calcium carbonate, used in amt. of 2-25 wt.%, more pref. 12-18 wt.% and esp. 15 wt.%. Non-ionic 
surfactant is pref present in an amt. of 2-4 wt.%, esp. 3 wt.% and the pref surfactant is polysorbate 80. 
There may also be present microcrystaliine cellulose (35 wt.%), pregelatinised com starch (30 wt,%)), 
sodium starch glycolate (5 wt.%o) and magnesium stearate (0.5 wt.%). A suitable cationic surfactant is 
cetyl pyridinium chloride. 

USE/ADVANTAGE - Cpds. (a) are antihistamines, antiallergy agents and bronchodilators. The present 
compsns. contg. them allow efficient and immediate absorption and bioavailability of the cpds. after 
their oral admin. 
ABSTRACTED-PUB-NO: 

EP 310999B EQUIVALENT-ABSTRACTS: 

Pharmaceutical compsn. in solid unit dosage form comprises (1) at least one piperidino-alkanol cpd. (I), 
or its pharmaceutically acceptable salt; (2) at least one surfactant at 0.1-6 wt.% and (3) 2-50 wt.% 
CaC03. Specifically, (I) is alpha-(4-(l,l -dimethyl ethyl) phenyl-4-(hydroxydiphen- yl methyl)- 1- 
piperidino-butanol (la); the surfactant is nonionic or cationic (pref ' Polysorbate 80', polyethylene glycol 
(PEG) or cetylpyridinium chloride) at 0.5-4, esp. 1-3 wt.% and CaC03 is 2-25, esp. 12-15, wt.%. 
USE/ AD VANTAGE - (I) are variously useful as antihistamines, antiallergic agents or bronchodilators, 
particularly (la) is used to treat Seasonal allergic rhinitis. Although (I) have very low solubility in water, 
in these compsns. they provide efficient and immediate absorption and bioavailability, following oral 
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admin. Pref. unit doses contain about 60 or 120 mg (I). 

A pharmaceutical composition in solid unit dosage form comprising a) a therapeutically effective 
amount of at least one piperidinoalkanol compound of the formula (1), wherein Rl is hydrogen or 
hydroxy; R2 is hydrogen; or Rl and R2 taken together form a second bond between the carbon atoms 
bearing Rl and R2; n is an integer of from 1 to 5; in case n is an integer of from 1 to 3, Z is thienyl, 
phenyl or substituted phenyl wherein the substituents on the substituted phenyl may be attached at the 
ortho, meta, or para positions of the substituted phenyl ring and are selected from a halogen atom, a 
straight or branched lower alkyl chain of from 1 to 4 carbon atoms, a lower alkoxy group of from 1 to 4 
carbon atoms, a di(lower alkyl)amino group, or a saturated monocyclic heterocyclic ring selected from 
pyrrolidino, piperidino, morpholino, or N-(lower alkyl)-piperizino; or in case n is an integer of from 1 to 
5, Z is a gp. of formula (i), wherein R3 is -CHS, .CH20H, -COOH or -COOalkyl wherein the alkyl 
moiety has from 1 to 6 carbon atoms and is straight or branched; each of A and B is hydrogen or 
hydroxy; with the provisos that at least one of A or B is hydrogen and one of A or B is other than 
hydrogen when R3 is -CH3; and pharmaceutically acceptable salts and individual optical isomers 
thereof, b) one or more nonionic surfactants in an amount of from 0.1% to 6% by weight of the 
composition, c) calcium carbonate in an amount of from 2% to 50% by weight of the composition. 

US 4929605A 
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TITLE: Oil-containing/ orally administrable pharmaceutical composition for improved 
delivery of a therapeutic agent 



22. The composition of claim 21, wherein the at least one hydrophilic surfactant is 
selected from polysorbate 80, PEG-35 castor oil, and PEG- 40 castor oil. 

76, A pharmaceutical composition comprising: (a) a carrier comprising glyceryl 
tricaprylate/caprate, at least one hydrophilic surfactant selected from the group 
consisting of tocopheryl PEG-1000 succinate, polysorbate 80, PEG-35 castor oil, 
PEG- 40 hydrogenated castor oil, PEG- 8 caprylic/capric glycerides, lauroyl macrogol- 
32 glycerides, stearoyl macrogol glyceride, and mixtures thereof; and at least one 
hydrophobic surfactant selected from the group consisting of glyceryl caprylate, 
glyceryl caprylate/caprate and mixtures thereof; and (b) a therapeutically 
effective amount of. fenofibrate, wherein the triglyceride and surfactants are 
present in amounts that are pharmaceutically acceptable and selected so that upon 
admixture of the composition with an aqueous solution in an aqueous solution to 
composition ratio of about 100:1 by weight, a clear aqueous dispersion having an 
absorbance of less than about 0.3 at 400 nm is provided. 

77. The composition of claim 76, wherein the at least one hydrophilic surfactant is 
selected from the group consisting of tocopheryl PEG-1000 succinate, polysorbate 
80, and mixtures thereof. 



CLAIMS : 
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ABSTRACT : 

The present invention relates to oral pharmaceutical compositions and methods for 
improved delivery of therapeutic agents, e.g., lipid-regulating agents. 
Compositions of the present invention include a carrier, where the carrier contains 
a combination of a triglyceride and at least two surfactants, at least one of which 
is hydrophilic. Upon dilution with an aqueous medium, the composition forms a 
clear, aqueous dispersion. The invention also pertains to methods for treating 
lipid disorders such as hypercholesterolemia, hypertriglyceridemia, and mixed 
dyslipidemia by oral administration of the compositions provided. 

CROSS-REFERENCE TO RELATED APPLICATIONS 



[0001] This application is a continuation-in-part of U.S. patent application Ser. 
No. 09/877,541, filed Jun. 8, 2001, which is a continuation-in-part of U.S. patent 
application Ser. No. 09/345,615, filed Jun. 30, 1999, issued on Jul. 31, 2001 as 
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ABSTRACT: 

This invention relates to sustained release compositions, and methods of forming and using said 
compositions, for the sustained release of biologically active acid-stable or free sulfhydryl-containing 
proteins, in particular .beta.-IFN. The sustained release composition of this invention comprises a 
biocompatible polymer having dispersed therein a stabilized biologically active acid-stable or free 
sulfhydryl-containing protein formulation and a nonionic polymer surfactant. 

The method of the invention, for forming a composition for the sustained release of biologically active 
acid-stable or free sulfhydryl-containing protein, in particular .beta.-IFN, includes dissolving a polymer 
in a polymer solvent to form a polymer solution, adding a stabilized biologically active acid-stable or 
free sulfhydryl-containing protein formulation and a nonionic surfactant to the polymer solution, and 
then solidifying the polymer to form a polymer matrix containing the stabilized biologically active acid- 
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stable or free sulfhydryl-containing protein formulation, and a nonionic surfactant. 

The method of using the sustained release composition of the present invention comprises providing a 
therapeutically effective blood level of biologically active acid-stable or free sulfhydryl-containing 
protein in a subject for a sustained period by administering to the subject a dose of the sustained release 
composition described herein. 

RELATED APPLICATION 

[0001] This application is a continuation of U.S. application Ser. No. 09/501,934, filed Feb. 10, 2000. 
The entire teachings of the above application are incorporated herein by reference. 
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DOCUMENT-IDENTIFIER: US 20030138491 Al 

TITLE: Microencapsulation and sustained release of biologically active acid-stable or free sulfhydryl- 
containing proteins ^ 

CLAIMS: 

10. The sustained release composition of claim 1 wherein the surfactant is selected from the group 
consisting of: poloxamers, polysorbates. polyethyleneglycols, polyoxyethlene fatty acid esters, bile salts, 
benzalkonium chloride, polyoxyethylene (40) monostearate and combinations thereof 

21. The sustained release composition of claim 20 wherein the nonionic surfactant is selected from the 
group consisting of: poloxamers, polysorbates, polyethyleneglycol. polyoxyethlene fatty acid esters and 
combinations thereof. 
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DOCUMENT-IDENTIFffiR: US 20030064030 Al 

TITLE: Ultrasound contrast agents and methods of making and using them 

CLAIMS: 

75. A vesicular composition according to claim 74 wherein said polymer is selected from the group 
consisting of poly(ethylene glycol) (PEG) , poly(vinylpyrrolidone), polyoxomers, polysorbate and 
polyvinyl alcohol. 
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PGPUB-DOCUMENT-NUMBER: 20030064030 
PGPUB-FILING-TYPE: new 
DOCUMENT-IDENTIFffiR: US 20030064030 Al 

TITLE: Ultrasound contrast agents and methods of making and using them 

PUBLICATION-DATE: April 3, 2003 



INVENTOR-INFORMATION: 
NAME 

Schneider, Michel 
Yan, Feng 
Garcel, Nadine . 
Grenier, Pascal 
Puginier, Jerome 
Barrau, Marie-Bernadette 
Bussat, Philippe 
hybl, Eva 
Bichon, Daniel 



CITY 

Troinex 

Carouge 

Ambilly 

Ambilly 

Le Chable-Beaumont 

Geneve 

Feigeres 

Heidelberg 

Montpellier 



STATE COUNTRY 
CH 
CH 
FR 
FR 
FR 
CH 
FR 
DE 
FR 



RULE-47 



APPL-NO: 10/ 102684 [PALM] 
DATE FILED: March 22, 2002 

RELATED-US-APPL-DATA: 

Application 10/102684 is a continuation-of US application 09/225293, filed January 5, 1999, 
ABANDONED 

Application 09/225293 is acontinuation-in-part-of US application 08/033435, filed March 18, 1993, 
ABANDONED 

Application 08/033435 is adivision-of US application 07/695343, filed May 3, 1991, ABANDONED 
Application 10/102684 is a c6ntinuation-of US application 09/225293, filed January 5, 1999, 
ABANDONED 

Application 09/225293 is acontinuation-in-part-of US application 08/853936, filed May 9, 1997, US 
Patent No. 6110443 

Application 08/853936 is adivision-of US application 08/456385, filed June 1, 1995, US Patent No. 
5658551 

Application 08/456385 is a division-of US application 08/315347, filed September 30, 1994, US Patent 
No. 5531980 

Application 08/315347 is a division-of US application 08/128540, filed September 29, 1993, US Patent 
No. 5380519 

Application 08/128540 is a division-of US application 07/775989, filed November 20, 1991, US Patent 
No. 5271928 

Application 10/102684 is a continuation-of US application 09/225293, filed January 5, 1999, 
ABANDONED 

Application 09/225293 is a continuation-in-part-of US application 08/740653, filed October 31, 1996, 
PENDING 

Application 08/740653 is a division-of US application 08/350588, filed December 6, 1^4, US Patent 
No. 5518991 

Application 08/350588 is adivision-of US application 07/991237, filed December 16, 1992, US Patent 
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No. 5413774 



FOREIGN-APPL-PRIORITY-DATA 



WO PCT/EP91/00620 
EP 92810046.0 



COUNTRY APPL-NO 
EP 90810262.7 
EP 90810367.4 



DOC-ID 



1990EP-908 10262.7 
1990EP-90810367.4 



1 991 W0-PCT/EP9 1/00620 
1992EP-92810046.0 



APPL-DATE 
April 2, 1990 
May 18, 1990 
April 2, 1991 



January 23, 1992 



INT-CL: [07] A61 L 9/04 

US-CL-PUBLISHED: 424/45 
US-CL-CURRENT: 424/45 



ABSTRACT: 

Gas or air filled microbubble suspensions in aqueous phases usable as imaging contrast agents in 
ultrasonic echography. They contain laminarized surfactants and, optionally, hydrophilic stabilizers. The 
laminarized surfactants can be in the form of liposomes. The suspensions are obtained by exposing the 
laminarized surfactants to air or a gas before or after admixing with an aqueous phase. One can impart 
outstanding resistance against collapse under pressure to these gas-filled microbubbles used as contrast 
agents in ultrasonic echography by using as fillers gases whose solubility in water, expressed in liter of 
gas by liter of water under standard conditions, divided by the square root of the molecular weight does 
not exceed 0.003. 

[0001] This application is a continuation-in-part of Ser. No. 08/033,435, filed Mar. 18, 1993, which is a 
divisional of Ser. No. 07/695,343, filed May 3, 1991, which originated from EP 90810367.4, filed May 
18, 1990. This application is also a continuation-in-part of Ser. No. 08/853,936, filed May 9, 1997, 
which is still pending, which is a divisional of Ser. No. 08/456,385, filed Jun. 1, 1995, now U.S. Pat. No. 
5,658,551, which is a divisional of Ser. No. 08/315,347, filed Sep. 30, 1994, now U.S. Pat. No. 
5,531,980, which is a divisional of Ser. No. 08/128,540, filed Sep. 29, 1993, now U.S. Pat. No. 
5,380,519, which is a divisional of Ser. No. 07/775,989, filed Nov. 20, 1991, now U.S. Pat. No. 
5,271,928, which originated from PCT/EP9 1/00620, filed Apr. 2, 1991, and EP 90810262.7, filed Apr. 
2, 1990. This application is also a continuation-in-part of Ser. No. 08/740,653, filed Oct. 31, 1996, 
which is still pending, which is a divisional of Ser. No. 08/350,588, filed Jan. 30, 1995, now U.S. Pat. 
No. 5,578,292, which is a divisional of Ser. No. 07/991,237, filed Dec. 16, 1992, now U.S. Pat. No. 
5,413,774, which originated from EP 92810046.0, filed Jan. 24, 1992. All of the aforementioned 
applications are hereby incorporated by reference herein in their entirety. 
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PUB-NO: JP361225 121 A 
DOCUMENT-IDENTIFffiR: JP 61225121 A 

TITLE: PREVENTIVE FOR ASTHMA AND PREPARATION THEREOF 

PUBN-DATE: October 6, 1986 

INVENTOR-INFORMATION: 

NAME COUNTRY 
ABE, TORU 

YANAGIHARA, YUKIYOSHI 
SHINODA, TAKAO 
KONO, SHIGEKATSU 
OHATA, KATSUYA 
OGASAWARA, YOSHIAKI 
KAGEYAMA, SHINJI 
OGUMA, TORU 
TSURITANI, MASAHIRO 
KURODA, TOSfflO 
HASHIMOTO, MITSUMASA 

ASSIGNEE-INFORMATION: 

NAME COUNTRY 
WAKAMOTO PHARMACEUT CO LTD 

APPL-NO: JP60063320 
APPL-DATE: March 29, 1985 

INT-CL (IPC): A61K 31/41; A61K 9/00; A61K 9/14; A61K 9/16; A61K 9/20; A61K 9/48; A61K 9/70; 
A61K 47/00; C07D 257/04 

ABSTRACT: 

PURPOSE: To provide a preventive for asthma, containing a tetrazole derivative as an active component 
in an amount sufficient to exhibit the effect to suppress the isolation of SRS-A. 

CONSTITUTION: 5-(3-n-ButyloxalyIaminophenyl)tetrazole (abbreviated as MTB) of formula is used 
as an active component in an amount to exhibit the effect to suppress the isolation of SRS-A. It is mixed 
uniformly with one or more components selected from polysorbate 80, polyvinyl pyrrolidone, 
polyethylene glycol, hydroxypropylcellulose and hydroxypropylmethylcellulose to improve the 
bioavailability of MTB in the presence of a non -aqueous solvent, and the non-aqueous solvent is 
removed. As an alternative method, MTB is dissolved in liquid PEG and used as an active component of 
the tided agent optionally after diluting with an inert carrier. It is administered in the form of oral drug 
such as tablet, granule, etc., or inhalant, suppository, poultice, etc. It is administered at a dose of 
10 500mg per head. 

COPYRIGHT: (C)1986,JPO&Japio 
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PGPUB-DOCUMENT-NUMBER: 20030138491 
PGPUB-FILING-TYPE: new 
DOCUMENT-IDENTIFIER: US 20030138491 Al 



TITLE: Microencapsulation and sustained release of biologically active acid-stable or free sulfhydryl- 
containing proteins 

PUBLICATION-DATE: July 24, 2003 



INVENTOR-INFORMATION: 

NAME CITY STATE COUNTRY 

Tracy, Mark A. Arlington MA US 

Ward, Kevin L. Arlington MA US 

Scher, David S. Hudson MA US 

Johnson, J. Keith Hudson MA US 



RULE-47 



CITY STATE COUNTRY TYPE CODE 
Cambridge MA 02 



ASSIGNEE-INFORMATION: 
NAME 

Alkermes Controlled Therapeutics, Inc. 

APPL-NO: 10/217953 [PALM] 
DATE FILED: August 13, 2002 



RELATED-US-APPL-DATA: 
Application 10/217953 is a continuation-of US application 09/501934, filed February 10,_2000, US 
Patent No. 6465425 cet^- ~^ 



r7) 




INT-CL: [07] A6i K 38/21, A6i K 9/14 



US-CL-PUBLISHED: 424/486; 424/85.6 
US-CL-CURRENT: 424/486 : 424/85.6 

REPRESENTATIVE-FIGURES: NONE 



ABSTRACT: 

This invention relates to sustained release compositions, and methods of forming and using said 
compositions, for the sustained release of biologically active acid-stable or free sulfhydryl-containing 
proteins, in particular .beta.-IFN. The sustained release composition of this invention comprises a 
biocompatible polymer having dispersed therein a stabilized biologically active acid-stable or free 
sulfhydryl-containing protein formulation and a nonionic polymer surfactant. 



The method of the invention, for forming a composition for the sustained release of biologically active 
acid-stable or free sulfhydryl-containing protein, in particular .beta.-DFN, includes dissolving a polymer 
in a polymer solvent to form a polymer solution, adding a stabilized biologically active acid-stable or 
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free sulfhydryl-containing protein formulation and a nonionic surfactant to the polymer solution, and 
then solidifying the polymer to form a polymer matrix containing the stabilized biologically active acid- 
stable or free sulfhydryl-containing protein formulation, and a nonionic surfactant. 

The method of using the sustained release composition of the present invention comprises providing a 
therapeutically effective blood level of biologically active acid-stable or free sulfhydryl-containing 
protein in a subject for a sustained period by administering to the subject a dose of the sustained release 
composition described herein. 

RELATED APPLICATION 

[0001] This application is a continuation of U.S. application Ser. No. 09/501,934, filed Feb. 10, 2000. 
The entire teachings of the above application are incorporated herein by reference. 
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DOCUMENT-IDENTIFIER: US 20030138491 Al 

TITLE: Microencapsulation and sustained release of biologically active acid-stable or free sulfhydryl- 
containing proteins 

Detail Description Paragraph : 

[0059] The composition of this invention can be adm inister ed) to a human, or other animal, by injection, 
implantation (e.g., subcutaneously, intramuscularly, intraperitoneally, intracranially, and intradermally), 
administration to mucosal membranes (e.g., intranasally, intravaginally, intrapulmonary or by means of 
a su ppository) , or in situ delivery (e.g., by enema or aerosol spray) to provide the desired dosage of 
biologically active acid-stable or free sulfhydryl-containing^protein, for example .beta.-EFN, based on 
the known parameters for treatment with such protein of the various medical conditions. 



10. The sustained release composition of claim 1 wherein the surfactant is selected from the group 
consisting of: poloxamers, polysorbates. polyethyleneglycols, polyoxyethlene fatty acid esters, bile salts, 
benzalkonium chloride, polyoxyethylene (40) monostearate and combinations thereof 



21. The sustained release composition of claim 20 wherein the nonionic surfactant is selected from the 
group consisting of: poloxamers, polysorbates. polyethyleneglycol polyoxyethlene fatty acid esters and 
combinations thereof. 



CLAIMS: 
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PGPUB-DOCUMENT-NUMBER: 20020032171 
PGPUB-FILING-TYPE: new 
DOCUMENT-IDENTIFIER: US 20020032171 Al 

TITLE: Clear oil-containing pharmaceutical compositions containing a therapeutic agent 

PUBLICATION-DATE: March 14, 2002 

INVENTOR-INFORMATION: 

NAME CITY STATE COUNTRY RULE-47 

Chen, Feng- Jing Salt Lake City UT US 

Patel, Mahesh V. SaU Lake City UT US 

Fikstad, David T. Salt Lake City UT US 




APPL-NO: 09/ 877541 [PALM] 
DATE FILED: M^ S^lOOl _o 

RELATED-US-APPL-DATA: ^ 
Application 09/877541 is a continuation-in-part-of US application 09/345615, filed June 30, 1999, US 
PatentNo. 6267985 

Applicationb9/877541 is a continuation-in-part-of US application 09/751968, filed December 29, 2000, 
PENDING 

Application 09/751968 is a continuation-in-part-of US application 09/375636, filed August 17, 1999 
US Patent NOj^6309663^ 

INT-CL: [07] A6i K 31/715. A61 K 35/78 




US-CL-PUBLISHED: 514/54; 424/727, 424/731, 424/750, 424/757 
US-CL-CURRENT: 514/54: 424/727 . 424/731 . 424/750 . 424/757 



ABSTRACT: 



The present invention relates to pharmaceutical compositions and methods for improved solubilization 
of triglycerides and improved delivery of ^eraReuti_c agents jpompositions of the present invention 
include a carrier, where the carrier is formed from a combination of a triglyceride and at least two 
surfactants, at least one of which is hydrophilic. Upon dilution with an aqueous medium, the carrier 
forms a clear, aqueous dispersion of the triglyceride and surfactants. 



CROSS REFERENCE TO RELATED APPLICATIONS 



[0001] This application is a continuation-in-part of U.S. patent application Ser. No. 09/345,615, filed 
Jun. 30, 1999, and a continuation-in-part of U.S. application Ser. No. 09/751,968, filed Dec. 29, 2000, 
which is a continuation-in-part of U.S. application Ser. No. 09/375,636, filed Aug. 17, 1999, the 
disclosures of which are hereby incorporated by reference. 
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DOCUMENT-IDENTIFIER: US 20020032171 Al 

TITLE: Clear oil-containing pharmaceutical compositions containing a therapeutic agent 



Summary of Invention Paragraph : 

[0024] In another embodiment, the present invention relates to dosage forms comprising the 
pharmaceutical compositions described herein. The dosage forms may be processed by techniques 
selected from the group consisting of lyophilization, encapsulation, extruding, compression, melting, 
molding, spraying, coating, comminution, mixing, homogenization, sonciation, granulation, and 
combinations thereof. Dosage forms include, but are not limited, those selected from the group 
consisting of pills, capsules, caplets, tablets, granules, beads, powders, solutions, suspensions, 
emulsions, creams, ointments, lotions, suppositories, sprays, aerosols, pastes, gels, drops, douches, 
ovules, wafers, troches, cachets, syrups and elixirs. 

Detail Description Paragraph : 

[0193] Although formulations specifically suited to oral administration are presentiy preferred, the 
compositions of the present invention can also be formulated for topical, transdermal, buccal, ocular, 
pulmonary, vaginal, rectal, transmucosal or parenteral administration, as well as for oral administration. 
Thus, the dosage form can be a solution, suspension, emulsion, cream, ointment, lotion, suppository. 
spray, aerosol, paste, gel, drops, douche, ovule, wafer, troche, cachet, syrup, elixir, or other dosage form, 
as desired. If formulated as a suspension, the composition can farther be processed in capsule form. 

CLAIMS: 

14. The pharmaceutical composition of claim 6, wherein the hydrophilic surfactant is selected from the 
group consisting of PEG - 10 laurate, PEG- 12 laurate, PEG-20 laurate, PEG-32 laurate, PEG-32 
dilaurate, PEG- 12 oleate. PEG- 15 oleate, PEG-20 oleate, PEG-20 dioleate, PEG-32 oleate, PEG-200 
oleate. PEG-400 oleate, PEG - 15 stearate, PEG-3 2 distearate, PEG-40 stearate, PEG - 100 stearate, 
PEG-20 dilaurate, PEG-25 glyceryl trioleate, PEG-32 dioleate, PEG-20 glyceryl laurate, PEG-30 
glyceryl laurate, PEG-20 glyceryl stearate, PEG-20 glyceryl oleate, PEG-30 glyceryl oleate, PEG-30 
glyceryl laurate, PEG-40 glyceryl laurate, PEG-40 palm kernel oil, PEG-50 hydrogenated castor oil, 
PEG-40 castor oil, PEG -3 5 castor oil, PEG-60 castor oil, PEG-40 hydrogenated castor oil, PEG-60 
hydrogenated castor oil, PEG-60 corn oil, PEG-6 caprate/caprylate glycerides, PEG-8 caprate/caprylate 
glycerides, polyglyceryl-10 laurate, PEG-30 cholesterol, PEG-25 phyto sterol, PEG-30 soya sterol, 
PEG-20 trioleate, PEG-40 sorbitan oleate, PEG-8 0 sorbitan laurate. polysorbate 20, polysorbate 80, 
POE-9 lauryl ether, POE-23 lauryl ether, POE- 10 oleyl ether, POE-20 oleyl ether, POE-20 stearyl etiier, 
tocopheryl PEG- 100 succinate, PEG-24 cholesterol, polyglyceryl- 10 oleate, Tween 40, Tween 60, 
sucrose monostearate, sucrose monolaurate, sucrose monopalmitate, PEG 10-100 nonyl phenol series, 
PEG 15-100 octyl phenol series, a poloxamer, and mixtures thereof 

— 

15. The pharmaceutical composition of claim 6, wherein the hydrophilic surfactant is selected from the~ 
group consisting of PEG-20 laurate, PEG-20 oleate, PEG-3 5 castor oil, PEG-40 palm kernel oil, PEG-40 
hydrogenated castor oil, PEG-60 corn oil, PEG-25 glyceryl trioleate, polyglyceryl-10 laurate, PEG-6 
caprate/caprylate glycerides, PEG-8 caprate/caprylate glycerides, PEG-30 cholesterol, polysorbate 20, 
polysorbate 80, POE-9 lauryl ether, POE-23 lauryl ether, POE- 10 oleyl ether, PEG-24 cholesterol, ^ 
sucrose monostearate, sucrose monolaurate, a poloxamer, and mixtures thereof 

16. The pharmaceutical composition of claim 6, wherein the hydrophilic surfactant is selected from the 
group consisting of PEG-3 5 castor oil, PEG-40 hydrogenated castor oil, PEG-60 com oil, PEG-25 
glyceryl trioleate, PEG-6 caprate/caprylate glycerides, PEG-8 caprate/caprylate glycerides, polysorbate 
20, polysorbate 80, tocopheryl PEG- 1000 succinate, PEG-24 cholesterol, a poloxamer, and r^^res 
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thereof. 



77. A dosage form comprising the pharmaceutical composition of claim 1, wherein the dosage form is 
selected from the group consisting of a solution, suspension, emulsion, cream, ointment, lotion, (^A 
suppository, spray, aerosol, paste, gel, drops, douche, ovule, wafer, troche, cachet, syrup and elixir. r J 

101. The pharmaceutical composition of claim 93, wherein the hydrophilic surfactant is selected from 
the group consisting of PEG- 10 laurate, PEG- 12 laurate, PEG-20 laurate, PEG-32 laurate, PEG-32 
dilaurate, PEG- 12 oleate. PEG- 15 oleate, PEG-20 oleate, PEG-20 dioleate, PEG-32 oleate, PEG-200 
oleate , PEG-400 oleate, PEG- 15 stearate, PEG-32 distearate, PEG-40 stearate, PEG- 100 stearate, PEG- 
20 dilaurate, PEG-25 glyceryl trioleate, PEG-32 dioleate, PEG-2D glyceryl laurate, PEG-30 glyceryl 
laurate, PEG-20 glyceryl stearate, PEG-20 glyceryl oleate, PEG-30 glyceryl oleate, PEG-30 glyceryl 
laurate, PEG-40 glyceryl laurate, PEG-40 palm kernel oil, PEG-50 hydrogenated castor oil. PEG-40 
castor oil, PEG-35 castor oil, PEG-60 castor oil, PEG-40 hydrogenated castor oil, PEG-60 hydrogenated 
castor oil, PEG-60 com oil, PEG-6 caprate/caprylate glycerides, PEG-8 capratelcaprylate glycerides, 
polyglyceryl-10 laurate, PEG-30 cholesterol, PEG-25 phyto sterol, PEG-30 soya sterol, PEG-20 
trioleate, PEG-40 sorbitan oleate, PEG-80 sorbitan laurate. polysorbate 20, polysorbate 80, POE-9 lauryl 
ether, POE-23 lauryl ether, POE-10 oleyl ether, POE-20 oleyl ether, POE-20 stearyl ether, tocopheryl 
PEG- 100 succinate, PEG-24 cholesterol, polyglyceryl- 10 oleate, Tween 40, Tween 60, sucrose 
monostearate, sucrose monolaurate, sucrose monopalmitate, PEG 10-100 nonyl phenol series, PEG 15- 
100 octyl phenol series, a poloxamer, and mixtures thereof. 

102. The pharmaceutical composition of claim 93, wherein the hydrophihc surfactant is selected from 
the group consisting of PEG-20 laurate, PEG-20 oleate, PEG-35 castor oil, PEG-40 palm kernel oil, 
PEG-40 hydrogenated castor oil, PEG-60 com oil, PEG-25 glyceryl trioleate, polygIyceryl-10 laurate, 
PEG-6 caprate/caprylate glycerides, PEG-8 caprate/caprylate glycerides, PEG-30 cholesterol, 
polysorbate 20. polysorbate 80, POE-9 lauryl ether, POE-23 lauryl ether, POE-10 oleyl ether, PEG-24 
cholesterol, sucrose monostearate, sucrose monolaurate, a poloxamer, and mixtures thereof, n 

103. The pharmaceutical composition of claim 93, wherein the hydrophilic surfactant is selected from 
the group consisting of PEG-35 castor oil, PEG-40 hydrogenated castor oil, PEG-60 corn oil, PEG-25 
glyceryl trioleate, PEG-6 caprate/caprylate glycerides, PEG-8 caprate/caprylate glycerides, polysorbate 
20, polysorbate 80, tocopheryl PEG- 1000 succinate, PEG-24 cholesterol, a poloxamer, and mixtures 
thereofr^ C . . . . . ] 

157. A dosage form comprising the pharmaceutical composition of claim 88, wherein the dosage form is 
selected from the group consisting of a solution, suspension, emulsion, cream, ointment, lotion, 
suppository, spray, aerosol, paste, gel, drops, douche, ovule, wafer, troche, cachet, syrup and elixir. J' ^ 

179. The method of claim 164, wherein the dosage form is selected from the group consisting of a ^ 
solution, suspension, emulsion, cream, ointment, lotion, suppository, spray, aerosol, paste, gel, drops, S 
douche, ovule, wafer, troche, cachet, symp and elixir. C 
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L2: Entry 8 of 14 File: USPT Jul 13, 2004 



DOCUMENT-IDENTIFIER: US 6761903 B2 

TITLE: Clear oil-containing pharmaceutical compositions containing a therapeutic 
agent 

Brief Summary Text (26) : 

In another embodiment, the present invention relates to dosage forms comprising the 
pharmaceutical compositions described herein. The dosage forms may be processed by 
techniques selected from the group consisting of lyophilization, encapsulation, 
extruding, compression, melting, molding, spraying, coating, comminution, mixing, 
homogenization, sonciation, granulation, and combinations thereof. Dosage forms 
include, but are not limited, those selected from the group consisting of pills, 
capsules, . caplets, tablets, granules, beads, powders, solutions, suspensions, 
emulsions, creams, ointments, lotions, suppositories, sprays, aerosols, pastes, 
gels, drops, douches, ovules, wafers, troches, cachets, syrups and elixirs. 

Detailed Description Text (155) ; 

Although formulations specifically suited to oral administration are presently 
preferred, the compositions of the present invention can also be formulated for 
topical, transdermal, buccal, ocular, pulmonary, vaginal, rectal, transmucosal or 
parenteral administration, as well as for oral administration. Thus, the dosage 
form can be a solution, suspension, emulsion, cream, ointment, lotion, suppository, 
spray, aerosol,' paste, gel, drops, douche, ovule, wafer, troche, cachet, syrup, 
elixir, or other dosage form, as desired. If formulated as a suspension, the 
composition can further be processed in capsule form. 

CLAIMS : 

14. The pharmaceutical composition of claim 6, wherein the hydrophilic surfactant 
is selected from the group consisting of PEG- 10 laurate, PEG-12 laurate, PEG-2 0 
laurate, PEG-32 laurate, PEG-32 dilaurate, PEG-12 oleate, PEG-15 oleate, PEG-20 
oleate, PEG-20 dioleate, PEG-32 oleate, PEG-2Q0 oleate, PEG-40Q oleate, PEG-15 
stearate, PEG-32 distearate, PEG-4Q stearate, PEG-100 stearate, PEG-2 0 dilaurate, 
PEG-25 glyceryl trioleate, PEG-32 dioleate, PEG-20 glyceryl laurate, PEG-30 
glyceryl laurate, PEG-20 glyceryl stearate, PEG-20 glyceryl oleate, PEG-30 glyceryl 
oleate, PEG-30 glyceryl laurate, PEG- 4 0 glyceryl laurate, PEG- 40 palm kernel oil, 
PEG-50 hydrogenated castor oil, PEG-4Q ' castor oil, PEG-35 castor oil, PEG- 60 castor 
oil/ PEG-40 hydrogenated castor oil, PEG-60 hydrogenated castor oil, PEG-60 corn 
oil, PEG- 6 caprate/caprylate glycerides, PEG- 8 caprate/caprylate glycerides, 
polyglyceryl-10 laurate, PEG-30 cholesterol, PEG-25 phyto sterol, PEG-30 soya 
sterol, PEG-20 trioleate, PEG-40 sorbitan oleate, PEG- 8 0 sorbitan laurate, 
polysorbate 20, polysorbate 80, POE-9 lauryl ether, POE-23 lauryl ether, POE-10 
oleyl ether, POE-20 oleyl ether, POE-20 stearyl ether, tocopheryl PEG-100 
succinate, PEG-2 4 cholesterol, polyglyceryl-10 oleate, Tween 40, Tween 60, sucrose 
monostearate, sucrose monolaurate, sucrose monopalmitate, PEG 10-100 nonyl phenol 
series, PEG 15-100 octyl phenol series, a poloxamer, and mixtures thereof. 

15. The pharmaceutical composition of claim 6, wherein the hydrophilic surfactant 
is selected from the group consisting of PEG-2Q laurate, PEG-2 0 oleate, PEG-35 
castor oil, PEG-40 palm kernel oil, PEG-40 hydrogenated castor oil, PEG-60 corn 
oil, PEG-25 glyceryl trioleate, polyglyceryl-10 laurate, PEG- 6 caprate/caprylate 
glycerides, PEG- 8 caprate/caprylate glycerides, PEG-30 cholesterol, polysorbate 20, 
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polysorbate 80, POE-9 lauryl ether, POE-23 lauryl ether, POE-10 oleyl ether, PEG-24 
cholesterol, sucrose monostearate, sucrose monolaurate, a poloxamer, and mixtures 
thereof. 

16. The pharmaceutical composition of claim 6, wherein the hydrophilic surfactant 
is selected from the group consisting of PEG-35 castor oil, PEG-40 hydrogenated 
castor oil, PEG- 60 corn oil, PEG-25 glyceryl trioleate, PEG- 6 caprate/caprylate 
glycerides, PEG- 8 caprate/caprylate glycerides, polysorbate 20, polysorbate 80, 
tocopheryl PEG-IQOO succinate, PEG-2 4 cholesterol, a poloxamer, and mixtures 
thereof . 

77. A dosage form comprising the pharmaceutical composition of claim 1, wherein the 
dosage form is selected from the group consisting of a solution, suspension, 
emulsion, cream, ointment, lotion, suppository, spray, aerosol, paste, gel, drops, 
douche, ovule, wafer, troche, cachet, syrup and elixir. 

103, The method of claim 88, wherein the dosage form is selected from the group 
consisting of a solution, suspension, emulsion, cream, ointment, lotion, 
suppository, spray, aerosol, paste, gel, drops, douche, ovule, wafer, troche, 
cachet, syrup and elixir. 



http://westbrs:9000/bin/cgi-bin/accum_query.pl?MODE=%20%20%20%20Display%20%20%... 6/1/05 



Record Display Form 



Page 1 of 3 



US-PAT-NO: 6465425 
DOCUMENT-IDENTIFER: US 6465425 Bl 

TITLE: Microencapsulation and sustained release of biologically active acid-stable or free sulfhydryl- 
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ART-UNIT: 1656 

PRIMARY-EXAMINER: Riley; Jezia 

ATTY-AGENT-FIRM: Hamilton, Brook, Smith and Reynolds, P.C. 
ABSTRACT: 

This invention relates to sustained release compositions, and methods of forming and using said 
compositions, for the sustained release of biologically active acid-stable or free sulfhydryl-containing 
proteins, in particular .beta. -FN. The sustained release composition of this invention comprises a 
biocompatible polymer having dispersed therein a stabilized biologically active acid-stable or free 
sulfhydryl-containing protein formulation and a nonionic polymer surfactant. 

53 Claims, 4 Drawing figures 
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JP 56150015A April 21, 1980 1980JP-0053128 

INT-CL (PC): A61K 31/12; C07C 69/95 

ABSTRACTED-PUB-NO: JP 56150015A 
BASIC-ABSTRACT: 



Antiallergic agents contg. qiiinone ^ of formula (I) are new (where n is 1-10; Rl is Me or MeOH, or two 



of them combined each other forin -CH=CH-CH=CH-; R2 is H, lower alkyl or (CH2CH:C(Me)CH2) 
mH (where m is 1-10)). (I) are effective in prevention or treatment of allergic diseases caused by slow 
reacting substances of analphylaxis (SRS-A) (e.g. bronchial asthma, allergic rhinitis, uriticaria). (I) may 
be administered orally or parenterally (injection, external application, inhalation) at a dose of 0.1-10 
mg/kg/adult a day. (I) may be formulated into capsules, granules, powders, tablets, troaches, pills, 
ointments, syrups, injections, suppositories, aerosols, or inhalations, together with various components 
such as excipient (e.g. sugar, lactose, glucose, starch, mannitol, sorbitol, cellulose, talc, cyclodextrin), 
binder (e.g. cellulose, methylcellulose, polyvinylpyrrolidone, gelatin, gum arajjic, polyethylene glycol 
(PEG) , sugar, starch), disintegrator (e.g. starch,^MC, CMC-Ca), lubricant (e.g. talc), preservative (e.g. 
Na benzoate, NaHS03), suspending agent (e.g. iw^hyl cellulose, Al stearate), dispers ing agent (e.g. 
Polysorbate 80, Emergen 408, Emerson 3 10), solvei^t (e.g. water), and base (e.g. cacao butter, reG. 
^fftepsol, vaseline. 

/ ABSTRACTED-PUB -NO: JP 56150015A 
EQUIVALENT-ABSTRACTS : 

DERWENT-CLASS: A96 B05 

CPI-CODES: A12-V01; B10-A06; B12-A07; B12-D02; B12-K02; B12-L04; 
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L8: Entry 101 of 160 File: USPT Oct 19, 1999 



DOCUMENT-IDENTIFIER: US 5968490 A 

TITLE: Antiperspirant deodorant compositions 



CLAIMS : 

14. The composition of claim 2 wherein the nonionic surfactant comprises methyl 
gluceth-20, methyl gluceth-10, PEG-2 0 methyl glucose distearate, PEG-20 methyl 
glucose sesquistearate, PEG-2 00 castor oil, C. sub. 11-15 pareth-20, ceteth-8, 
ceteth-12, dodoxynol-12 , laureth-15, PEG-20 castor oil, polysorbate 20, steareth- 
20, polyoxyethylene-10 cetyl ether, polyoxyethylene-10 stearyl ether, 
polyoxyethylene-20 cetyl ether, polyoxyethylene-21 stearyl ether, polyoxyethylene- 
10 oleyl ether, polyoxyethylene-20 oleyl ether, an ethoxylated nonylphenol having 
at least 9 ethylene oxide moieties, an ethoxylated octylphenol having at least 9 
ethylene oxide moieties, an ethoxylated dodecyl phenol having at least 9 ethylene 
oxide moieties, an ethoxylated fatty (C.sub.6 -C. sub. 22) alcohol having at least 9 
ethylene oxide moieties, polyoxyethylene-20 isohexadecyl ether, dimethicone 
copolyol, polyoxyethylene-23 glycerol laurate, polyoxyethylene-20 glyceryl 
stearate, PPG-10 methyl glucose ether, PPG-20 methyl glucose ether, a 
polyoxyethylene-20 sorbitan monoester, polyoxyethylene-80 castor oil, 
polyoxyethylene-15 tridecyl ether, polyoxyethylene-6 tridecyl ether, and mixtures 
thereof . 

18. The composition of claim 16 wherein the first surfactant is selected from the 
group consisting of isoceteth-20, ceteth-20, dimethicone copolyol, an ethoxylated 
nonylphenol having at least 9 ethylene oxide moieties, an ethoxylated dodecylphenol 
having at least 9 ethylene oxide moieties, an ethoxylated octylphenol having at 
least 9 ethylene oxide moieties, steareth-10, PEG-20 glyceryl stearate, steareth- 
20, POE (6) tridecylether, PEG- 80 castor oil, steareth-21, polysorbate 20, an 
ethoxylated fatty (C.sub.6 -C. sub. 22) alcohol having at least 9 ethylene oxide 
moieties, and mixtures thereof. 
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L8: Entry 102 of 160 



File: USPT 



Oct 5, 



1999 



DOCUMENT-IDENTIFIER: US 5961997 A 
TITLE: Antipruritic composition 



CLAIMS : 

1. A hypoallergenic, noncomedogenic, nonacnegenic, antipruritic composition which 
is oil-free, lanolin-free, fragrance-free, and free of Imidazolidinyl urea, 
quaternium-15 , germall, the composition comprising about 0.5% to 1.5% menthol, 
about 0.5% to 1.5% camphor, about 0.5% to 1.0% phenol, about 1% to 10% lidocaine, 
about 1% to 2.5% pramoxine, about 10% to 50% distilled water, about 5% to 25% 
emulsifying wax NF, about 2% to 7% behenric acid, about 1% to 4% PEG 120 
methylglucose dioleate, about 1% to 5% polysorbate 20, about 1% to 3% polysorbate 
80, about 1% to 5% sorbitan sesquioleate, about 0.5% to 0.15% methyl paraben, about 
0.3% to 0.10% propylparaben, about 1% to 5% C12-15 alkyl benzoate in a carrier 
containing only those ingredients rated 0 or 1 with respect to comedogenicity and 
irritancy. 
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L8: Entry 93 of 160 



File: USPT 



Aug 6, 2002 



DOCUMENT-IDENTIFIER: US 6428816 Bl 

TITLE: Carotenoid agent for inhibiting the conversion of epithelial cells to tumors 



1. A method of inhibiting carcinogen-mediated conversion of melanocyte cells to 
melanomas, comprising the step of administering to the cells an anti-tumorigenic 
composition comprising: 0.1 to 10% by weight of a water insoluble carotenoid; and 
90 to 99.9% by weight of a non-toxic carrier medium including a suspending agent 
selected from the group consisting of fatty acids, triglyceride lipids, non- 
saponifiable lipids, and combinations thereof; an emulsifier selected from the 
group consisting of a Tween polysorbate glycerol fatty acid esters and acetylated 
esters of fatty acids; and a water soluble dispersing agent which is a sugar or a 
polyol . 

6. A method of protecting DNA against carcinogen-mediated damage thereby to inhibit 
conversion of melanocyte cells to melanoma, comprising the step of administering to 
the cells a composition comprising 0.1 to 10% by weight of a water insoluble 
carotenoid which includes .mu . -carotene; and 90 to 99.9% by weight of a non-toxic 
carrier medium including a suspending agent selected from the group consisting of 
fatty acids, triglyceride lipids, non-saponif iable lipid preparations, soluble 
hydrocarbons and combinations thereof; an emulsifier selected from the group 
consisting of a Tween polysorbate glycerol fatty acid esters and acetylated esters 
of fatty acids; and a water soluble dispersing agent which is a sugar or a polyol . 



CLAIMS : 
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DOCUMENT-IDENTIFIER: US 20050020576 Al 

TITLE: Kappa agonist compounds and pharmaceutical formulations thereof 
Detail Description Paragraph : 

[0665] The compositions are formulated as injectables, as oral and rectal formulations for systemic 
administration, and for local and topical administration as creams, aqueous or non-aqueous suspension, 
lotions, emulsions, suspensions or emulsions containing micronized particles, gels, foams aerosols, 
solids and other suitable vehicles for application to the skin, eyes, lips and mucosa, as suppositories or 
cream for vaginal administration, and as combinations with bandages, patches, bioadhesives and 
dressings. The compounds may be formulated in combination with other agents, such as local 
anesthetics and other therapeutic agents. The other agents may be mixed in the compositions are 
provided and administered prior to, simultaneously with or subsequent to administration of the 
compositions provided for the methods herein. Such agents include, but are not limited to: antibiotics, 
including cephalosporins, .beta. -lactams, tetracyclines, vancomycins, sulfas and aminoglycosides; 
antivirals, including acylovir; and antifungals including clotrimazole. 

Detail Description Paragraph : 

[0718] Examples of aqueous vehicles include Sodium Chloride Injection, Ringers Injection, Isotonic 
Dextrose Injection, Sterile Water Injection, Dextrose and Lactated Ringers Injection, Nonaqueous 
parenteral vehicles include fixed oils of vegetable origin, cottonseed oil, corn oil, sesame oil and peanut 
oil. Antimicrobial agents in bacteriostatic or fungistatic concentrations must be added to parenteral 
preparations packaged in multiple-dose containers which include phenols or cresols, mercurials, benzyl 
alcohol, chlorobutanol, methyl and propyl p-hydroxybenzoic acid esters, thimerosal, benzalkonium 
chloride and benzethonium chloride. Isotonic agents include sodium chloride and dextrose. Buffers 
include phosphate and citrate. Antioxidants include sodium bisulfate. Local anesthetics include procaine 
hydrochloride. Suspending and dispersing agents include sodium carboxymethylcelluose, 
hydroxypropyl methylcellulose and polyvinylpyrrolidone. Emulsifying agents include Polysorbate 80 
(Tween 80). A sequestering or chelating agent of metal ions include EDTA. Pharmaceutical carriers also 
include ethyl alcohol, polyethylene glycol and propylene glycol for water miscible vehicles and sodium 
hydroxide, hydrochloric acid, citric acid or lactic acid for pH adjustment. 
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DOCUMENT-IDENTIFIER: US 20020012680 Al 

TITLE: Compositions and methods for improved delivery of lipid regulating agents 
Detail Description Paragraph : 

[0137] Although formulations specifically suited to oral administration are presently preferred, the 
compositions of the present invention can also be formulated for topical, transdermal, ocular, 
pulmonary, vaginal, rectal, transmucosal or parenteral administration, in the form of a triglyceride-free 
cream, lotion, ointment, suppository, gel or the like. If such a formulation is desired, other additives may 
be included, such as are well-known in the art, to impart the desired consistency and other properties to 
the formulation. The compositions of the present invention can also be formulated as a spray or an 
aerosol. In particular, the compositions may be formulated as a sprayable solution, and such formulation 
is particularly useful for spraying to coat a multiparticulate carrier, such as a bead. Such multiparticulate 
carriers are well known in the art. 

CLAIMS: 

13. The pharmaceutical composition of claim 5, wherein the hydrophiUc surfactant is PEG- 10 laurate, 
PEG- 12 laurate, PEG-20 laurate, PEG-32 laurate. PEG-32 dilaurate, PEG- 12 oleate, PEG-15 oleate, 
PEG-20 oleate. PEG-20 dioleate. PEG-32 oleate, PEG-200 oleate, PEG400 oleate, PEG-15 stearate, 
PEG-32 distearate, PEG-40 stearate, PEG- 100 stearate, PEG-20 dilaurate, PEG-25 glyceryl trioleate, 
PEG-32 dioleate, PEG-20 glyceryl laurate, PEG-30 glyceryl laurate, PEG-20 glyceryl stearate, PEG-20 
glyceryl oleate, PEG-30 glyceryl oleate, PEG-30 glyceryl laurate, PEG-40 glyceryl laurate, PEG-40 
palm kernel oil, PEG-50 hydrogenated castor oil, PEG-40 castor oil, PEG-35 castor oil, PEG-60 castor 
oil, PEG-40 hydrogenated castor oil, PEG-60 hydrogenated castor oil, PEG-60 corn oil, PEG-6 
caprate/caprylate glycerides, PEG-8 caprate/caprylate glycerides, polyglyceryl-10 laurate, PEG-30 
cholesterol. PEG-25 phyto sterol, PEG-30 soya sterol, PEG-20 trioleate, PEG-40 sorbitan oleate, PEG- 
80 sorbitan laurate, polysorbate 20, pgLv-sorbate m POE-9 lauryl ether, POE-23 lauryl ether, POE-10 
oleyl ether, POE-20 oleyl ether, POE-2'0 stearyl~eitier, tocopheryl PEG- 100 succinate, PEG-24 
cholesterol, polyglyceryl-10 oleate, Tween 40, Tween 60, sucrose monostearate, sucrose monolaurate, 
sucrose monopalmitate, PEG 10-100 nonyl phenol series, PEG 15-100 octyl phenol series, a poloxamer, 
or a mixture thereof. 

14. The pharmaceutical composition of claim 5, wherein the hydrophiUc surfactant is PEG-20 laurate, 
PEG-20 oleate, PEG-35 castor oil, PEG-40 palm kernel oil, PEG-40 hydrogenated castor oil, PEG-60 
com oil PEG-25 glyceryl trioleate, polyglyceryl-10 laurate, PEG-6 caprate/caprylate glycerides, PEG-8 
caprate/caprylate glycerides, PEG-30 cholesterol, polysorbate 20, polysorbate 80, POE-9 lauryl ether, 
POE-23 lauryl ether, POE-10 oleyl ether, PEG-24 cholesterol, sucrose monostearate, sucrose 
monolaurate, a poloxamer, or a mixture thereof 

15. The pharmaceutical composition of claim 5, wherein the hydrophiUc surfactant is PEG-35 castor oil, 
PEG-40 hydrogenated castor oil, PEG-60 corn oil, PEG-25 glyceryl trioleate, PEG-6 caprate/caprylate 
glycerides, PEG-8 caprate/caprylate glycerides, polysorbate 20, polysorbate 80, tocopheryl PEG- 1000 
succinate, PEG-24 cholesterol, a poloxamer, or a mixture thereof 

j67. A dosage form comprising the pharmaceutical composition of claim 1 formulated as a solution, a 
""cream, a lotion, an ointment, a su ppository, a spray, an aerosol, a paste or a gel. 

83. The pharmaceutical composition of claim 75, wherein the hydrophiUc surfactant is PEG- 10 laurate, 
PEG-12 laurate, PEG-20 laurate, PEG-32 laurate. PEG-32 dilaurate, PEG- 12 oleate, PEG-15 oleate, 
PEG-20 oleate, PEG-20 dioleate. PEG-32 oleate, PEG-200 oleate, PEG-400 oleate, PEG-15 stearate. 
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PEG-32 distearate, PEG-40 stearate, PEG- 100 stearate, PEG-20 dilaurate, PEG-25 glyceryl trioleate, 
PEG-32 dioleate, PEG-20 glyceryl laurate, PEG-30 glyceryl laurate, PEG-20 glyceryl stearate, PEG-20 
glyceryl oleate, PEG-30 glyceryl oleate, PEG-30 glyceryl laurate, PEG-40 glyceryl laurate, PEG-40 
palm kernel oil, PEG- 50 hydrogenated castor oil, PEG-40 castor oil, PEG-35 castor oiL PEG-60 castor 
oil, PEG40 hydrogenated castor oil, PEG-60 hydrogenated castor oil, PEG-60 corn oil, PEG-6 
caprate/caprylate glycerides, PEG-8 caprate/caprylate glycerides, polygly eery 1-10 laurate, PEG-30 
cholesterol PEG-25 phyto sterol, PEG-30 soya sterol, PEG-20 trioleate, PEG-40 sorbitan oleate, PEG- 
80 sorbitan laurate. polysorbate 20. polysorbate 80, POE-9 lauryl ether, POE-23 lauryl ether, POE-10 
oleyl ether, POE-20 oleyl ether, POE-20 steaiyl ether, tocopheryl PEG- 100 succinate, PEG-24 
cholesterol, polygly ceryl- 10 oleate, Tween 40, Tween 60, sucrose monostearate, sucrose monolaurate, 
sucrose monopalmitate, PEG 10-100 nonyl phenol series, PEG 15-100 octyl phenol series, a poloxamer, 
or a mixture thereof. 

84. The pharmaceutical composition of claim 75, wherein the hydrophilic surfactant is PEG-20 laurate, 
PEG-20 oleate, PEG-35 castor oil, PEG-40 palm kernel oil, PEG-40 hydrogenated castor oil, PEG-60 
com oiK PEG-25 glyceryl trioleate, polyglyceryl-10 laurate, PEG-6 caprate/caprylate glycerides, PEG-8 
caprate/caprylate glycerides, PEG-30 cholesterol, polysorbate 20, polysorbate 80, POE-9 lauryl ether, 
POE-23 lauryl ether, POE-10 oleyl ether, PEG-24 cholesterol, sucrose monostearate, sucrose 
monolaurate, a poloxamer, or a mixture thereof 

85. The pharmaceutical composition of claim 75, wherein the hydrophilic surfactant is PEG-35 castor 
oil, PEG40 hydrogenated castor oil, PEG-60 corn oil, PEG-25 glyceryl trioleate, PEG-6 
caprate/caprylate glycerides, PEG-8 caprate/caprylate glycerides, polysorbate 20, polysorbate 80, 
tocopheryl PEG- 1000 succinate, PEG-24 cholesterol, a poloxamer, or a mixture thereof 

137. The method of claim 136, wherein the dosage form is a capsule, a cream, a lotion, an ointment, a 
^ suppository, a paste or a gel. 



http://westbrs:9000/bin/gate.exe?f=DOCl&state=36jc57.20.6&ESNAME=KWIC&p_Messag... 6/1/05 



us 20020012680A1 



(19) United States 

(12) Patent Application Publication (lo) Pub. No.: US 2002/0012680 Al 

Patel et aL (43) Pub. Date: Jan. 31, 2002 



(54) COMPOSITIONS AND METHODS FOR 
IMPROVED DELIVERY OF LIPID 
REGULATING AGENTS 

(76) Inventors: Mahesh V. Patel, Salt Lake Qty, UT 
(US); Feng-Jing Chen, Salt Uke Qty, 
UT (US) 



Correspondence Address: 
REED & ASSOCIATES 
800 MENLO AVENUE 
SUITE 210 

MENLO PARK, CA 94025 (US) 



(21) Appl. No.: 

(22) Filed: 



09/898,553 
Jul. 2, 2001 



Related U.S. Application Data 
(63) Continuation of application No. 09/258,654, filed on 



Feb^26,_l??9jiow Pat No. p^,192^ 



Publication Classification 

(51) Int. C]7 A61K 9/00 

(52) U.S. CI 424/400 



(57) 



ABSTRACT 



The present invention relates to triglyceride -free pharma- 
ceutical compositions for delivery of hydrophobic therapeu- 
tic agents. Compositions of the present invention include a 
hydrophobic therapeutic agent and a carrier, where the 
carrier is formed from a combination of a hydrophilic 
surfactant and a hydrophobic surfactant. Upon dilution with 
an aqueous solvent, the composition forms a clear, aqueous 
dispersion of the surfactants containing the therapeutic 
agent. The invention also provides methods of treatment 
with hydrophobic therapeutic agents iising these composi- 
tions. 
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PGPUB-DOCUMENT-NUMBER: 20030044434 
PGPUB-FILING-TYPE: new 
DOCUMENT-IDENTIFffiR: US 20030044434 Al 

TITLE: Self-emulsifying formulation for lipophilic compounds 

PUBLICATION-DATE: March 6, 2003 

INVENTOR-INFORMATION: 

NAME CITY STATE 

Gao, Ping Portage MI 

Morozowich, Walter Kalamazoo MI 

APPL-NO: 10/224742 [PALM] 
DATE FILED: August 2 1 , 2002 

RELATED-US-APPL-DATA: 
Application 10/224742 is a division-of US application 09/122926, filed July 27, 1998, PENDING 
Application is a non-provisional-of-provisional application 60/054012, filed July 29, 1997, 
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ABSTRACT: 

The present invention provides a novel pharmaceutical composition based on the use of a particular oil 
phase which comprises a lipophilic, pharmaceutically active agent, a mixture of diglyceride and 
monoglyceride in a ratio of from about 9: 1 to about 6:4 by weight (diglyceride:monoglyceride) wherein 
the diglyceride and monoglyceride are mono- or di -unsaturated fatty acid esters of glycerol having 
sixteen to twenty-two carbon chain length, one or more pharmaceutically acceptable solvents, and one or 
more pharmaceutically acceptable surfactants. The composition is in a form of self-emulsifying 
formulation which provides high concentration and high oral bioavailability for lipophilic compounds. 

CROSS-REFERENCE TO RELATED APPLICATION 

[0001] This application claims the benefit of the following provisional application: U.S. Serial No. 
60/054,078, filed Jul. 29, 1997, under 35 USC 1 19(e)(i). 




COUNTRY RULE-47 
US 

US \ 
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DOCUMENT-IDENTIFIER: US 20030044434 Al 

TITLE: Self-emulsifying formulation for lipophilic compounds 



CLAIMS: 

19. The pharniaceutical composition of claim 1 wherein the pharmaceutically acceptable surfactant is 
Polyoxyl 40 hydrogenated castor oil, Polyoxyl 35 castor oil, Solutol HS-15, Tagat TO, Peglicol 6-oleate, 
Polyoxyethylene stearates, Poloxamers, Polysorbates, or Saturated Polyglycolyzed Glycerides. 
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(57) ABSTRACT 

The present invention provides a novel pharmaceutical 
composition based on the use of a particular oil phase which 
comprises a lipophilic, pharmaceutically active agent, a 
mixture of diglyceride and monoglyceride in a ratio of from 
about 9:1 to about 6:4 by weight (diglyceride:monoglycer- 
ide) wherein the diglyceride and monoglyceride are mono- 
or di-unsaturated fatty acid esters of glycerol having sixteen 
to twenty-two carbon chain length, one or more pharmaceu- 
tically acceptable solvents, and one or more pharmaceuti- 
cally acceptable surfactants. The composition is in a form of 
self-emulsifying formulation which provides high concen- 
tration and high oral bioavailability for hpophilic com- 
pounds. 
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DOCUMENT-IDENTIFIER: US 6531 139 Bl 

TITLE: Self-emulsifying formulation for lipophilic compounds 



CLAIMS: 



1. A pharmaceutical composition comprising; (a) k lipophi lic, pharmaceutically active agent7 (b) a 
mixture consisting essentially of diglyceride and monogiycende in a ratio of from about 9: 1 to about 6:4 
by weight (diglyceride:monoglyceride) wherein the diglyceride and monoglyceride are mono- or di- 
unsaturated tatty acid esters of glycerol having sixteen to twenty -two carbon chain length, (c) one or 
more pharmaceutically acceptable solvents, and (d) o ng^or more phar maceuti cally acceptable 
surfactants; wherein thFsolvenflS piopylene glycol, polypropylene glycolj^ ^lyethylene glycol, ^ 
glycerol, ethanol, dimethyl isosorbide, glycofurol, propylene carbonate, dimethyl aceiamide, or a 
mixture thereof; wherein said surfactant is Polyoxyl 40 hydrogenated castor oil, Polyoxyl 35 castor oil, 
polyethylene glycol 12-hydroxy stearat e. polyoxvethy lene glyceryl trioleate, Peglicol 6-oleate, 
Polyoxyethylene stearates, Poloxamers CPolysorbate^ or Saturated Polyglycolyzed Glycerides; with the 
proviso that said lipophilic, pharmaceutically active agent has a LOG P value .gtoreq.2, an intrinsic 
aqueous solubility .Itoreq.0. 1 in the pH range of 1 to 8 and a solubility greater than 1 mg/ml in the 
mixture of b, c and d as defined herein. 
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(57) ABSTRACT 

The present invention provides a novel pharmaceutical 
composition based on the use of a particular oil phase which 
comprises a lipophilic, pharmaceutically active agent, a 
mixture of diglyceride and monoglyceride in a 
ratio of from about 9:1 to about 6:4 by weight 
(diglyceride :monoglyceride) wherein the diglyceride and 
monoglyceride are mono- or di- unsaturated fatty acid esters 
of glycerol having sixteen to twenty-two carbon chain 
length, one or more pharmaceutically acceptable solvents, 
and one or more pharmaceutically acceptable surfactants. 
The composition is in a form of self-emulsifying formula- 
tion which provides high concentration and high oral bio- 
availability for Lpophilic compounds. 
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ABSTRACT 



The present invention provides a novel pharmaceutical 
composition based on the use of a particular oil phase which 
comprises a pyranone compound as a phannaceutically 
active agent, a mixture of diglyceride and monoglyceride in 
a ratio of from about 9:1 to about 6:4 
(diglyceride: monoglyceride) wherein the diglyceride and 
monoglyceride are mono- or di- unsaturated fatty acid esters 
of glycerol having sixteen to twenty-two carbon chain 
length, one or more pharmaceutically acceptable solvents, 
and one or more pharmaceutically acceptable surfactants. 
The composition is in a form of a self-emulsifying formu- 
lation which provides high concentration and high oral 
bioavailability for lipophilic pyranone compounds. 



4,230,702 10/1980 Eckert et al. 
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CLAIMS: 



We claim: 



1. A clear stick composition, comprising alcohol and water, and a soap gelling 
agent, the soap gelling agent being included in an amount so as to gel and to 
form the stick composition, the composition further including, as a clarifying 
agent, a combination of both (a) at least one anionic surface active agent and 
(b) at least one non-ionic surface active agent, the at least one non-ionic 
surface active agent including a straight chain primary alkoxylated alcohol, 

C other than nonoxynol-10, ceteareth-12, ceteareth-20, ceteareth-30, PEG-40 
hydrogenated castor oil, PEG-60 hydrogenated castor oil, PPG-2 ceteareth-9, 
oleth-10-, oleth-5 and PEG-40 castor oil, the combination of anionic and non- 
ionic surface active agents being included in the composition in an amount so 
as to provide a clear stick composition, the at least one anionic surface 
active agent being included in the composition in an amount of 2-8% by weight, 
of the total weight of the composition, and the at least one non-ionic surface 
active agent being included in the composition in an amount of 2-8% by weight, 
of the total weight of the composition. 



2. A clear stick composition according to claim 1, wherein the composition 
further includes a deodorant effective amount of a deodorant active material, 
whereby the composition is a clear deodorant stick composition. 



3. A clear stick composition according to claim 2, wherein said deodorant 
active material is at least one selected from the group consisting of 
fragrances and antibacterial agents. 

4. A clear stick composition according to claim 1, wherein the alcohol 
includes propylene glycol, and the soap gelling agent includes alkali metal 
salts of fatty acids. 



5. A clear stick composition according to claim '4, wherein the composition 
includes, in percent by weight of the total weight of the composition, 55-80% 
propylene glycol, 9-25% water and 4-10% soap gelling agent. 



6. A clear stick composition according to claim 1, wherein the composition 
includes, in percent by weight of the total weight of the composition, 4-6% of 
the at least one anionic surface active agent and 2-4% of the at least one 
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non-ionic surface active agent. 



7. A clear stick composition according to claim 1, wherein said straight chain 
primary alkoxylated alcohol is a straight chain primary ethoxylated alcohol. 

8. A clear stick composition according to claim 1, wherein said at least one 
non-ionic surface active agent has a hydrophile-lipophile balance of at least 



9. A clear stick composition according to claim 8, wherein the straight chain 
primary alkoxylated alcohol is a straight chain primary ethoxylated alcohol. 

10. A clear stick composition according to claim 8, wherein the at least one 
anionic surface active agent includes sodium laureth-13 carboxylate. 

11. A clear stick composition according to claim 10, wherein the at least one 
non-ionic surface active agent is selected from the group consisting of 
Ceteareth-55, C14-15 Pareth-2.25 and C14-15 Pareth-13. 

12. A clear stick composition according to claim 11, wherein the at least one 
non-ionic surface active agent includes Ceteareth-55 . 

13. A clear stick composition according to claim 7, wherein the composition 
further includes a deodorant effective amount of a deodorant active material, 
whereby the composition is a clear deodorant stick composition, 

14. A clear deodorant stick composition according to claim 13, wherein said 
deodorant active material is at least one selected from the group consisting 
of fragrances and an tibacte rial agents. 



15. A clear stick composition according to claim 1, wherein the composition 
further includes a deodorant effective amount of a deodorant active material, 
whereby the composition is a clear deodorant stick composition. 

16. A clear deodorant stick composition according to claim 15, wherein said 
deodorant active material is at least one selected from the group consisting 
of fragrances and antibacterial agents. 

17. A clear stick composition according to claim 1, wherein the at least one 
anionic surface active agent is selected from the group consisting of long- 
chain fatty acids, sulf ©succinates, alkyl sulfates, phosphates and sulfonates. 

18. A clear stick composition according to claim 1, wherein the at least one 
non-ionic surface active agent includes polyethylene oxide groups. 

19. A clear stick composition according to claim 1, wherein the soap gelling 
agent includes salts of fatty acids, the fatty acids having a carbon chain 
length in a range of C. sub. 12 -C. sub. 22, at least some of the salts being 
salts of fatty acids having carbon chain length of at least one of C. sub. 20 
and C. sub. 22. 

20. A clear stick composition according to claim 1, wherein the at least one 
anionic surface active agent includes a sodium salt of methyl carboxy 
derivatives of ethoxylated lauryl alcohol.' 

21. A clear stick composition according to claim 1, wherein the soap gelling 



24. 
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agent includes sodium laurate, sodium myristate, sodium palmitate, sodium 
stearate, sodium arachidate and sodium behenate. 



22. A packaged clear deodorant stick composition, comprising the clear 
deodorant stick composition of claim 15 in a dispensing package, wherein the 
dispensing package is made of a styrene-butadiene copolymer. 



23. A packaged clear deodorant stick composition according to claim 22, 
wherein the dispensing package is clear. 

24. A packaged clear stick composition, comprising the clear stick composition 
of claim 1 in a dispensing package, wherein the dispensing package is made of 
a styrene-butadiene copolymer. 



25. A packaged clear deodorant stick composition according to claim 24, 
wherein the dispensing package is clear. 

26. A method of reducing body malodor, comprising rubbing the clear deodorant 
stick composition of claim 15 on axillary regions of a human body. 

27. A method of reducing body malodor, comprising rubbing the clear deodorant 
stick composition of claim 13 on axillary regions of human body. 

28. A method of reducing body malodor, comprising rubbing the clear deodorant 
stick composition of claim 2 on axillary regions of a human body. 

29. A clear stick composition, comprising alcohol and water, and a soap 
gelling agent, the soap gelling agent being included in an amount so as to gel 
and to form the stick composition, the composition further including, as a 
clarifying agent, a combination of both (a) ^_l|^^^one_aAip_nic _^surf ace;,^ 
active agent and (b) at least one ^on-ionic-_sufeeacelajftiVe^agent^^tfe 

one non-ionic surface active agent incllIdilig~aTr^rk6xylate homopolymer, other 
than nonoxynol-10, ceteareth-12 , ceteareth-20, ceteareth-30, PEG- 5 cocamide, 
PEG- 40 hydrogenated castor oil, PEG-6Q hydrogenated castor oil, oleth-5, - 
pleth-lO, PEG- 40 castor oil, polysorbate 20, polysorbate 60, polysorbate 80 
nd PEG" 8 stearate, the combination of anionic and non-ionic surface active 
^gents being included in the composition in an amount so as to provide a clear 
''^tick composition, the at least one anionic surface active agent being 
'|Lncluded in the composition in an amount of 2-8% by weight, of the total 
.;;.|ft?eight of the composition, and the at least one non-ionic surface active agent 
■'•|Deing included in the composition in an amount of 2-8% by weight, of the total 
gight of the composition . 

30. A clear stick composition according to claim 29, wherein the composition 
includes, in percent by weight of the total weight of the composition, 4-6% of 
the at least one anionic surface active agent and 2-4% of the at least one 
non-ionic surface active agent. 

31. A clear stick composition according to claim 29, wherein said alkoxylate 
homopolymer is an ethoxylate homopolymer. 

32. A clear stick composition according to claim 29, wherein said at least one 
non-ionic surface active agent has a hydrophile-lipophile balance of at least 
24. 



33. A clear stick composition, comprising alcohol and water, and a soap 
gelling agent, the soap gelling agent being included in an amount so as to gel 
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and to form the stick composition, the composition further including, as a 
clarifying agent, a combination of both (a) at least one anionic surface 
active agent and (b) at least one non-ionic surface active agent, the at least 
one non-ionic surface active agent having a hydrophile-lipophile balance of at 
least 24, the combination of anionic and non-ionic surface active agents being 
included in the composition in an amount so as to provide a clear stick 
composition . 

34. A clear stick composition according to claim 33, wherein the at least one 
anionic surface active agent and the at least one non-ionic surface active 
agent are each included in the composition in an amount of 2-8% by weight, of 
the total weight of the composition. 

35. A clear stick composition according to claim 34, wherein the composition 
includes, in percent by weight of the total weight of the composition, 4-6% of 
the at least one anionic surface active agent and 2-4% of the at least one 
non-ionic surface active agent. 
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ABSTRACT 



Disclosed are dear, soap-gelled cosmetic (e.g., deodorant) 
stick compositions, containing alcohol and water, and 
including a combination of anionic (e.g.. sodium Iauredi-13 
carboxylate) and noo-ionic (e.g., Ccteareth-55) surfactants 
as a clarifying agent The non-ionic surfactants preferably 
include ethoxylated alcohols, and preferably have an 
HLB^24. The compositions can include various cosmeti- 
cally active materials, including deodorant active materials 
(fragrance, Triclosan. etc.). The conqjositions have superior 
clarity and maintain superior clarity over extended periods 
of time, have improved (smoother) glide over the skin and 
a smoother surface, exhibit reduced syneresis in K-resin and 
polypropylene dispensing packages^ and are easy to manu- 
facture and have high gelling temperatures. 

35 Claims, 5 Drawing Sheets 
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What is claimed is: 

1. A composition consisting essentially of 1-3 , 5-bis ( 1, 1-dimethylethyl ) -4- 
hydroxyphenyl-5-hexyn-l-one as a drug active at a concentration of at least 
about 15% of the composition, and 'the balance a pharmaceutically-acceptable 
vehicle, the composition having the following properties : 

(1) being a homogeneous liquid at 37. degree. C, 

(2) providing solubilization of the drug active at a level of at least 1 mg/mL 
in O.IN HCl at 20. degree. C, and 

(3) providing solubilization of 20 mg of the drug active in 500 mL of 
simulated intestinal fluid in 5 minutes; 

the vehicle comprising a surfactant or mixture of surfactants, the vehicle 
having the following properties: 

(a) being a homogeneous liquid at 37, degree. C, 

(b) having an HLB of from about 9 to about 13, 

(c) forming a stable dispersion in water at 20. degree. C. at concentrations of 
10%; 

whereby the absorption of the drug active from the gastrointestinal tract is 
substantially greater for the composition when perorally administered than for 
conventional solid dosage forms of the drug active. 

2. The composition of claim 1 wherein the vehicle additionally has the 
following properties: 

(d) being soluble in isopropanol at 20. degree. C. at concentrations of 10%, 
and 

(e) being soluble in cottonseed oil at 20. degree. C. at concentrations of 1%. 
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3. The composition of claim 1 wherein the surfactant is selected from the 
group consisting of polysorbate 81, poloxamer 182, poloxamer 183, poloxamer 
184, PEG-25 glyceryl trioleate, and polyoxyl 35 castor oil, and mixtures 
thereof . 

4. The composition of any of claims 1, 2 or 3 wherein the vehicle consists 
essentially of the surfactant or surfactant mixture. 

5. The composition of claim 1 wherein the vehicle also comprises a lipophilic 
solvent selected from the group consisting of a triglyceride or a mixture of 
triglycerides having fatty chains of from about 6 to about 10 carbon atoms, 
straight-chain saturated fatty acids having from about 6 to about 10 carbon 
atoms, and straight-chain unsaturated fatty acids having from about 12 to 
about 18 carbon atoms, and mixtures thereof. 

6. The compositions of claim 5 wherein the surfactant is selected from the 
group consisting of polysorbate 80, polysorbate 81, poloxamer 182, poloxamer 
183, poloxamer 184, PSG-25 glyceryl trioleate and polyoxyl 35 castor oil, and 
mixtures thereof. 



7. The composition of claim 6 wherein the vehicle consists essentially of from 
about 25% to about 85% of a lipophilic solvent which is selected from the 
group consisting of caprylic/capric triglyceride, oleic acid and linoleic 
acid; and from about 15% to about 75% of the surfactant. 

8. The composition of claim 3 consisting essentially of from about 15% to 
about 20% tebufelone, from about 35% to about 45% polyoxyl 35 castor oil, and 
from about 35% to about 45% poloxamer 182. 

9. The composition of claim 5 consisting essentially of from about 15% to 
about 20% tebufelone, from about- 4% to about 6% polyoxyl 35 castor oil, from 
about 20% to about 25% poloxamer 182, and from about 50% to about 60% 
caprylic/capric triglyceride. 

10. A composition consisting essentially of 1-3, 5-bis ( 1, 1-dimethylethyl ) -4- 
hydroxyphenyl-5-hexyn-l-one as a drug active at a concentration of at least 
about 15% of the composition, and the balance a pharmaceutically-acceptable 
vehicle, the composition having the following properties: 

(1) being a homogeneous liquid at 37. degree. C, 

(2) providing solubilization of the drug active of at least 1 mg/mL in O.IN 
HCl at 20. degree. C, and 

(3) providing solubilization of 20 mg of the drug active in 500 mL of 
simulated intestinal fluid in 5 minutes; 

the vehicle comprising triglycerides interesterif ied with polyethylene glycol, 
such that its HLB is from about 3 to about 7; whereby the absorption of the 
drug active from the gastrointestinal tract is substantially greater for the 
composition when perorally administered than for conventional solid dosage 
forms of the drug active. 

11. The composition of claim 10 wherein the triglycerides interesterif ied with 
polyethylene glycol are glycolysed ethoxylated glycerides obtained by partial 
hydrolysis of natural vegetable oils. 
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' *12. The composition of claim 11 wherein the triglycerides interesterif ied with 
polyethylene glycol are glycolysed ethoxylated glycerides obtained by partial 
hydrolysis of corn oil with polyethylene glycol 400. 



13. The composition of any of claims 10, 11 or 12 wherein the vehicle consists 
essentially of the triglycerides interesterif ied with polyethylene glycol. 

14. A pharmaceutical unit dosage form comprising a composition of any of 
claims 3, 6, 8, 9 or 12 in a soft gelatin capsule shell. 

15. A pharmaceutical unit dosage form comprising a composition of any of 
claims 3, 6, 8, 9 or 12 in a sealed hard gelatin capsule shell. 

16. The composition of claim 1 wherein the surfactant is 100% polysorbate * 81 . 



17. The composition of claim 1 wherein the surfactant is 100% PEG-25 glyceryl 
trioleate . 

18. The composition of claim 1 wherein the surfactant is 100% poloxamer 183. 

19. The composition of claim 1 wherein the surfactant is 100% poloxamer 184. 

20. The composition of claim 1 wherein the surfactant is from about 25% to 
about 75% poloxyl 35 castor oil and from about 25% to about 75% poloxamer 182. 

21. The composition of claim 1 wherein the surfactant is from about 10% to 
about 25% polysorbate 80 and from about 75% to about 90% poloxamer 182. 

22. A method for obtaining good absorption of the drug active from the 
gastrointestinal tract by perorally administering the composition of any of 
claims 1, 3, 6, 10 or 11. 
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[57] ABSTRACT 

The subject invention involves compositions, consisting 
essentially of the drug active l-3,5-bis(l,l-dimethyIe- 
thyl)-4-hydroxyphcnyl-5-hexyn-l<inc (tebufelone) at a 
concentration of at least about 15%, and the balance a 
pharmaceutically-acccptable vehicle. The vehicle is 
formulated such thai the compositions are homogene- 
ous liquids at 37' C. and provide good solubilization of 
the drug active. 
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